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PROCEEDI NGS

DR MJRRAY: Let us call this nmeeting to
order. @od norning. This is the 9 Decenber neeting of
the Genetics Subconmttee of the National Bioethics
Advi sory Commssion. | want to welcone all nenbers of the
comm ssion, comm ssion staff and guests.

VW have got a lot of work to do today and we
have a few peopl e here who we have requested to be here in
order to help us with one issue or another but, as I
understand it, we have no formal schedul ed appearances by
guest s.

| f anyone wi shes to speak during the time
offered for public commentary and testinony, please
indicate that wish to a nenber of the comm ssion staff--1
guess Pat--to Patricia Norris, who is standing in the back
there. Qherwise, | think we should dig right in and try
to make progress today.

Today is an opportunity for conmssioners to
tal k anongst thenselves; to try to reach agreenent,

i nsof ar as possible, on the substance of the report. You
have, in your handouts, a proposed tentative outline of
the report and the various chapters.

Ve would like, by the end of the day, to know

t he areas--points--on which we have substantial agreenent.



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

VW would |ike to have sone characterization of that
agreenent that we can render into a text.

VW woul d also |like to know what hol es there
are. That is a very inportant part of our task today. |If
there are specific things that ought to be in the final
report--descriptions, analyses, et cetera--that we haven't
yet conm ssioned, we need to know what they are, and we
need to have at | east a beginning of a plan on how we are
going to fill those holes. And we need to know what areas
of substantial --

M5. HYATT-KNCRR  This was at the--

DR MJRRAY: W need to know what areas of
substanti al di sagreenent renain.

VW have this tentative outline. At the end of
the neeting, we will revise the outline and circulate it
back to ourselves, of course, but also to the other
nmenbers of the coommssion. W would |like for themto have
sone idea of what we are going to do.

(ne other inperative that we have, which we
won't try to acconplish today but rather set out today, is
whi ch other groups, individuals, et cetera, ought to be
responding to the report, giving us feedback about its
nature and substance, and we woul d |i ke sonme-- W nay

solicit your help in figuring out who those peopl e and
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groups are.

That is all | have by way of introduction.

Henrietta, is there anything el se
admni strative that you need to say?

M5. HYATT-KNOCRR Wl |, those of you who seem
to be concerned about the cost of the room that is what
we agreed upon, and certainly we are prepared to reinburse
you, so just don't worry. Be happy. That is it.

DR MJRRAY: Ckay. Very good.

D SQUSSI ON OF PREVI QUSLY GO LECTED TI SSUE SAMPLES

GOW SSI ON MEMBERS

DR MJRRAY: Let us junp right into the first
itemon the agenda, which is--

The agenda today is basically just in three
bi g chunks, except for the public statenents. The first
chunk is previously collected sanples, the second chunk is
community consultation, and Bernie, | hope, is going to
| ead us through that, and the third is tissue sanpl es
collected after whatever the effective date is of our
recomrendat i ons.

And we have a sanple of the work that has been
done by the National Action Plan on Breast Cancer that we
can look to for that. At |east one nenber of that

pr oj ect - - Debbi e Sasl ow( ?)--is going to be joining us for
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t hat conversation

So let us begin with previously collected

ti ssue sanples. Does anybody wi sh to start?

(No response.)

DR MJRRAY:

Zeke, woul d

Do we know where we are on this?

it be hel pful to put your--

DR EMANLEL: Do you want me to put up the
ol d- -

DR MJRRAY: --plan up on this?

DR EVANUEL: --framework?

DR MJRRAY: Sure.

DR EVANLEL: This is just a framework. And
think one question is whether that framework still holds

or whether we want to re-

think it. And | think |I have the

recommendati ons for the proposals | had.

| guess one

boxes--still makes sense

qguestion is whether that--those

to peopl e, having t hought about

t hem now for about a nonth and a hal f.

REPCRTER  Excuse nme. Could you use your

m cr ophone.
DR EMANUEL:
DR MIKE
to community consent--

DR EMANUEL:

Sorry.

Zeke, the bottomtwo, when we get

R ght .
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DR MIKE --what is the difference
operational |y between community consent "full" and
community consent presunmably with "opt out?" How does a
comunity opt out?

DR EMANLEL: Well, they rai se objections |
think, as opposed to-- | nean, one is putting the onus on
the researcher; one is putting the onus on people out in
the community who want to object, | think. That is the
way | inmagine it.

Ohe is we do sonething to i nform peopl e what
we are up to. Ve distribute a letter, we contact
organi zations relevant, and we wait for themto respond.

The other is we actually, as researchers, go
to themand solicit their advice, but we don't go-- W
aren't permtted to go ahead unl ess we have sone sign-off
that we think is a sign-off.

So | think one, you know, it is a neasure of
who has got responsibility and where the responsibility
for raising the concerns lies. It is also a neasure of
how much | think | eg-work, effort, for really getting the
comunity, or community | eaders to sign off on it.

M5. KRAMER But, Zeke, we haven't-- W
didn't really discuss all of that.

DR EVMANLEL: No. No. | was suggesting
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initially just are the boxes around, and then we can talk
about the content inside. These are ny ideas.

M5. KRAMER R ght.

DR EVANLEL: And they are all tentative and
they are not to be suggested for the conmssion. |[|f you
want me to put up the other one, with the bl ank boxes, I
am happy to do that.

M5. KRAMER No, no, no. | just-- | just
wanted to nmake that point because | think Larry mssed the
nmeeting at which we initially began going through the
boxes. You were a voi ce.

DR MIKE No. The next question | was goi ng
to ask was that | assunme we are going to--Bernie is going
to--lead the di scussion about comunity consent.

DR LQO The next section?

DR MIKE Yes. R ght.

M5. KRAMER R ght.

DR LO Yes.

DR MIKE Yes. | caught it. | think I was
up at the tail-end of that part.

M5. KRAMER R ght.

DR LQO (Inaudible.)

DR EVANLEL: No. The bottom- Yes. You are

right. | didn't update it. O | nmay have updated it, but
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| now have so many overheads | can't renenber

DR MJRRAY: He changed his m nd.

DR EVANLEL: No, no. | nean, | think the
first-- One question is whether these-- W are now
confortable with these boxes, and obviously these two
boxes presune sonet hing about community consent. W& know
that, for exanple, at |east at one--(lnaudible.)--to the
| arge comm ssion, JimChildress rai sed about whet her we
use these boxes or not.

But, | nean, we have done sone interesting
things here. (e is we tal ked about previously collected
sanpl es. Sorry.

Another, in this box, in the previously
col l ected sanples, was to fuse the clinical and research
into one category, not to separate themout. To treat
themas the sanme. To have one set of rules for both.

Then we tal ked about not how the sanpl es were
col l ected, but how they are going to be used, so that we
don't tal k about anonynous sanpl es, or anonym zabl e
sanpl es, but sanples that are going to be used in an
anonynous nanner .

| still can't say that.

And then sanples that are going to be used in

an identifiable manner.
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So in this box are sanples that are coll ected
with identifiers, but the research is going to be done
such that the identifiers are expunged, or encrypted.

So those are, | think--going down--those are
the maj or decisions that, you know, we have tal ked about.
| don't think we have finalized anything, but that is what
IS here.

And then along this colum is these three
di vi sions, which we have had for a while, but have never,
you know, sort of had to stand behi nd.

DR LQO Zeke, the extrene bottomleft box?

DR EMANUEL: Yes.

DR LO You know, what is that supposed to
be? | nean, it l|ooks |ike--

DR EVANLEL: Ch, | amsorry. This-- | do
have-- Too many overheads. Hold on one sec. | have a
separate overhead that has it correct. | apologize. Yes.
It got shifted over when | nmade this. It is supposed to
be- -

DR MIKE Potential harm

DR ENMANUEL: Just to put this in context, |
wi Il nove the recomrendations off, and just put the enpty
boxes in while we are tal king about the enpty boxes-- It

IS supposed to be community where there are potenti al
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harnms. Community--

DR GREIDER | recall a discussion about
col | apsi ng those two boxes into one.

DR ENMANLEL: Yes. W tal ked about that about
two nont hs ago.

DR GREIDER And we are tal king about just
the outline, and so maybe we could discuss it, in terns of
the community things, whether there should be two or one.

DR EMANLEL: Yes. By going down this way, we
may-- | mean, we may begin to feel confortable that we
have nade these decisions, which | think in sone sense are
slightly easier decisions, although one shouldn't mnimze
it. These are pretty profound changes in the conception
of how we are going to deal with things.

And then get to this, which | take it is our
intuitions are a little nore divided, and we know t hat
there are at | east sone voices in the whol e comm ssi on
t hat haven't gone through

DR LO Yes. | mssed the |ast couple of
nmeetings, so | nmay need to be brought up to speed here.

In terns of collapsing the distinction between
sanpl es that were originally collected in the course of
clinical care, so the archetypal exanple woul d be cancer

renoved at surgery versus sanples that were originally
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collected in a research setting, could you review for ne
t he reasoni ng behind col | apsi ng those two distinctions?

DR EVANLEL: | think part of the reason, in
the previously collected sanples, followed the foll ow ng.
In both there wasn't any under st andi ng previously that
they woul d be used, stored and used, for future research
where peopl e didn't consent.

And there was a sense, in this case, that the
distinction on the rules we mght nake between these boxes
just wasn't significant. There really were substanti al
di fferences on the substantive matters.

Now, it may be that we shoul d go through that
again to think it through. W have, you know, retained
that distinction sonewhat here but, again, | think part
of, or the nain purpose of the meeting is to go through
and see whether we still, you know, whether that is really
our settled judgenent.

DR LO Well, just for ny clarification, I
mean, nmaking things simlar can either nean you nove this
one over to here, or you nove this one over to here.

And | guess ny concern would be that | have
heard argunents that, well, if you consented to have sone
of your tissue taken for research purposes, it kind of

stands to reason that you would |ike your naterial to be

10
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used for other research, and so you are probably not going
to object if sonme other researcher conmes along with a
research project that is really on a very different
subject than the topic you originally consented to.

As long as we don't have that presunption
that, once you have consented to research we can sort of
assume you are going to just consent to any other project,
| would feel confortable collapsing it.

DR GREIDER The way that | renenber this
di scussion going, it was nore in the other direction in
that the kinds of consent forns that m ght have been used
for research and the kind of consent, or |ack of consent,
that woul d have occurred in clinical care was so thin that
you shoul d consider themall --

DR LQO To be not consented to.

DR GREIDER --as if they really weren't
consented for, for future uses.

And that is how ! recall the discussion going.
| don't know if other people agree with that. And that is
why it collapsed nore in that direction if there wasn't as
much consent goi ng.

DR LQO | definitely agree with that.

DR MJRRAY: Just to put this in context, very

briefly, since | see sone new faces--at |east anong the

11



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

faces--1 don't recogni ze anong the visitors.

Thanks to the work of sonme of the people who
have hel ped the comm ssion on this, we know that there are
over 200 mllion identifiable sanples out there of human
tissue in the nited States, of over 100 mllion
different-- Vell, 100 mllion people.

VW know that the research--that the tissues--
can be used in sone very fine kinds of scientific
research. W know that peopl e have significant concerns
about privacy and confidentiality.

The evi dence we have al so indicates that nost
the people, at |east who we have spoken, or who have
spoken at our mni-hearings, are supportive of scientific
research and would like to see research go ahead, thinking
that nore good will come fromit than harm so |ong as
i ndi vidual s can be protected against discrimnation.

So those are sone of the paranmeters wthin
whi ch we are working right now.

VW are tal king about stuff that has been
collected until now, often, as Carol described, wth--you
know, this is not to inpute the notives of the people who
collected it--with a kind of mninmal inforned consent.

VW al so know t hat nost peopl e seemto have no

recol | ection--the people we have spoken w th--that they

12
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13
ever consented to the use of their tissue, but in fact you
can, in many cases, point to their signatures on the
consent forns to indicate that they did indeed consent to
t hose uses.

So these are sone of the background conditions
under whi ch we are worKki ng.

M5. BACKLAR And | amdoing quite a bit of
catch-up because | have mssed quite a few of these
meet i ngs, too.

But, as | was trying to catch-up and read
t hrough sone of this last night, what | was looking for is
what about the issues of people who rmaybe were
deci sional |y inpaired?

And when you are saying that not nmany of these
peopl e coul d consent, but have we been thinking at al
about peopl e who can't consent where their tissue m ght
have been taken? Are we nmaking any all owance for that in
these retrospective in collected tissues?

DR MIKE Wll, | don't see how we can. You
woul d have to go back to each of these individually, and
then | still don't think we get it. So | think we are
trying to take a broad hit about what areas where we are
not seeking consent - -

M5. BACKLAR R ght. | understand. | just
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14
don't want it left out that there is a-- That you are
forgetting about a group of people who maybe there was
never any consent either, because they--

DR ENVANLEL: Well, soneone consent ed.
mean, generally what happens is sonmeone consented to their
surgery, whether they did or a proxy did. And that
consent to surgery sonetinmes contains a sentence and
sonetines doesn't that permts people to do it.

So, to the extent that proxy consent for
surgery, or whatever else is taken, is acceptable, at
|l east on the clinical side, that is usually--and al so on
the research side--that usually is--

M5. BACKLAR How are you going to counter it?

DR EMANLEL: Well, that is how you encounter

M5. BACKLAR R ght.

DR EVANLEL: | think the general question is,
you know, the sort of conceptual franmework, and then we
can talk about the details of protections.

M5. BACKLAR Al right.

DR EVANUEL: W en we-- Because the
framework, | mean, the franmework, you know, | think we
shoul d be clear. The franmework is not value-free. |t has

got a lot of normative clains in it and, you know, that is
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why | think just tal king about the outside of the boxes
before we even get to the inside is reasonably inportant.

DR MJRRAY: Yes. W agree on that. Steve?

MR HOLTZMAN  You know, just to follow on
Carol's point, | think--and it touches yours--effectively
what we are doing is saying that operationally there was
no consent for the extant sanples. Just assune that.
Agai nst that backdrop, what ought to be done with then?

And effectively the recommendation is to say
that, to the extent that research is conducted in an
anonym zed nanner, no consent is necessary, no additiona
consent is necessary.

DR MJRRAY: | would actually-- 1 amnot
quite confortabl e--

MR HOLTZMAN  Putting aside community.

DR MJRRAY: Yes. --wth your
characterization of it, Steve.

There is research on what informed consent,
t he process, and what people renenber, et cetera. And,
you know, sonetines it has been used to clai mthat
informed consent is conpl etely neani ngl ess because peopl e
can't recall what was revealed in the consent formoften
tinmes relatively soon after they signed the form

| amnot sure that is a valid inference from

15
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that, even fromthat data. To me it nay be that soneone

| ooks at a question, nakes a call, has no objection to it,
signs, and that is it. You know, just doesn't feel any
need to retain the information.

So | woul d say perhaps a characterization
woul d be that people, when they were given a choice, had
no objection and so signified their consent.

MR HOLTZMAN | guess when | said
operationally--Tom | don't disagree with what you j ust
said--but that, insofar as we are not going to require of
peopl e, or request of people, an inquiry as to what was
t he consent, whether there was decisional inpairnent,
whether in fact there was a general consent, whether there
was no consent, which is the case with nuch operationally,
we are saying treat themall as if there was none. Now
what ?

DR MJRRAY: Fine.

DR GREIDER | think, again, because we are
tal king about lunping themall, sort of to reiterate what
Steve was saying, if we are going to lunp themall, and
say any existing sanples, then we have to deci de what
| evel of protection are we going to have on those, and |
think that we are going in the direction of the | evel of

protection that had the | east kinds of consent.

16
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DR MRRAY: Right.

DR GREIDER And so, in lunping it, we then
go toward the nost--

DR MRRAY: Right.

DR CGREIDER Sort of the |east common
denomnator in that group that we are | unping together, if
we are going to lunp them

DR MJRRAY: Yes.

MR HOLTZMAN O you could go the other way,
right?

DR GREIDER You could go the other way, but

MR HOLTZMAN  Yes. Vell--

DR GREIDER  --understood all of our
di scussions in the past going in that direction.

DR MJRRAY: Right.

DR LO If I could ask another question about
sort of the outline of the grid.

The rel ati onshi p between the research question
and the condition for which the sanple is originally
connected isn't a paraneter in this franework.

And | guess | want to raise the question of
maght it not be the case that, under these conditions of

not having very, you know, sort of thick consent, that it

17
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18
mght nmake a difference as to whether the research
guestion the researcher proposes to address wi th these
stored sanples is pertinent to the condition for which the
sanpl e was originally collected.

So, for exanple, if | come in and have a
bi opsy done for colon cancer, | think it stands to reason
that | woul d probably be interested i n having scientists
i nvestigate sonething that pertains to the diagnosis,
pat hophysi ol ogy or treatnent of that condition.

But if someone just said, "Cee, there is this
amazing tissue archive and | have a totally different
research question that has nothing to do with that
condition," are we going to treat those two sort of

protocols the sane in terns of the |evel of review?

DR ENVANLEL: | think--
DR LO | ask that just because I think the
paradi gmwe have in mnd, when we talk about this, | think

is the good science, so it is soneone saying, "Cee,
wouldn't it be interesting if we could find a genetic
mar ker for predisposition of this condition which would
lead to early diagnosis of the treatnent?"

But | think there also is-- There are a | ot
of proposals nmade that | think are either of questionable

scientific nerit or, frankly, you know, cone out of
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19
political or social agendas. And | think, again with
genetics, that whol e background is-- And | think this
isn't just a historical thing.

| reviewed a report Eric Meslin is working on,
on the genetic basis of behavior and, you know, there are
a |l ot of studies being done on the genetic basis of
anti soci al behavi or, by which they nean everything from
school truancy to arrests for violence.

| could-- One could inagi ne someone with
enough sort of, you know, open-m nded scientific agenda
pursui ng these questions which, you know, are interesting
and i nportant questions of ethnic differences and, you
know, propensity to antisocial behavior.

And | guess, fromthe point of view of someone
whose sanples were originally collected for, you know, the
di agnosi s or, you know, clinical study of--whatever--heart
di sease or cancer, it nay nake a difference as to whet her
the researcher is proposing to study those questions as
opposed to sonething totally different and, in addition,
where the nature of the study of the hypothesis may be
obj ectionabl e to sone peopl e.

DR ENVANLEL: | think we have tal ked about
that and--1 wll speak for nyself--one of the problens is

you i mrediately get into what actually was it collected
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20
for? And this is particularly true on the clinical side
where the objectives are--

So here is the exanple. Here is an exanpl e.
You went in for a breast biopsy but, |ike nost wonen, the
breast biopsy actually is negative. So was it originally
collected for cancer or for breast biopsy? | mean, the
category you put it into turns out to be a little vague,
or not so nuch vague as nal | eabl e.

QO only in the ones that really were cancer
can you test for, you know, cancer. If it turns out to be
a beni gn bi opsy, you can't do any cancer research on it?
G, simlarly, you know, you go in for, you know- 1Is it
Tay- Sachs disease, or is it Jew sh genetic diseases that
you are | ooking at with those sanpl es?

So the categorization you put it under | think
turns out to be sonething that coul d be changed or
recharacterized and it is, you know, one has to do a
little bit of a leap of faith into what was in people's
m nds supposedl y when they consented to whatever the
procedure is on the clinical side.

On the research side, we now know, for
exanpl e, you know- Again, the exanples | like to use are
the Physicians Health Study or the Nurses Heal th Study.

They are collected for a very narrow type of research
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i ssue but now a whol e sl ew of questions, that certainly
weren't in the mnds even of the investigators--you know,
genetic test for propensity to thronbosis, et cetera--now
becone rel evant on those sanpl es.

And dependi ng on how you want to characterize
what the objective when it was originally collected was,
you know, you can either include or exclude those. And I
think one of the problens one gets to--

And | confronted this and | reported it to the
subcomm tt ee.

Wen | tried to wite a sort of generic
i nformed consent--not for the previously collected sanpl es
but for the future collected sanples--it becones very
difficult to i magi ne how you are goi ng to phrase those
kinds of-- "I will permt it for this but not for that."

And nmaybe we have been slightly--1 suggested
| ast tine--nmaybe we have been slightly skewed because of
the exanpl e we have, which | think is a good one, fromthe
National Action Plan on Breast Cancer.

| nean, they start out with a small purview,
right? Wnmen who are comng in worrying about breast
cancer. So you have got cancer, breast cancer, and then
you add onto it genetics or no genetics. But if you are

trying to get a generic sanple, that anyone who cones in
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for clinical careis going to fit into, | think suddenly
t hat paradi gm qui ckly breaks down.

DR MJRRAY: W are going to tal k about the
future stuff this afternoon so I amjust going to--

DR EMANLEL: | was just using that as an
exanpl e.

DR MJRRAY: A very good exanple, and very
appropri ate.

DR GREIDER So, in addition to what Zeke
said, sort of how you categorize things, | think that the
ki nds of concerns that you were raising about the
research--that people mght have concerns about certain
research that is done--that those things | woul d hope
woul d be addressed at the | evel of the review of the
research or the IRB, or sone other panel that is |ooking
at the actual research itself. Rather than attaching it
to the tissue sanples you attach it to the research

DR LO Yes. | think that is aterrific
poi nt .

And so ny question then is what nechani smfor
review of the protocol is there so, for instance, the IRB
either gives no or mninmal review, or just admnistrative
review |s that sufficient review of the research

pr ot ocol ?
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| mean, if the study is not funded by an
agency that has strict peer review, and nmany of these
studies may not be, and if the IRBis only giving
admnistrative or less review, then | think the question
is where is that review going to take pl ace?

But | do agree with you that it is not a
function of the consent because we are sort of specul ating
at that point whether people would want it. But it seens
to me we would want to have sone nechani smfor review

And there | think we are faced with a dil emma
of how nmuch are we willing to trade-off for review which
may have sone del ay of research versus no review or
mninmal review, which may let sonme things slip by that, in
retrospect, after the study is published, people would
say, "Well, wait a mnute. How cone they were permtted
to do the study?"

DR GREIDER But | think that that is where
there are some-- That is why this is structured the way
it is. Thereis, you know- Are there individual
concerns or are there community concerns? And the kinds
of things that you are raising | think would fall into the
conmmuni ty concerns area.

And so then the question is what do we fill in

that box as to what the kind of reviewis?



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

DR LQO Right.

DR GREIDER But | guess we are discussing
the framework. First, we will go through the franework
and then we will go through-- Hopefully we will get to
filling in the boxes today.

DR MJURRAY: Steve, then Bette.

MR HOLTZMAN  You suggested, Tom we will
take up future sanples tonorrow, | nean, |later today. For
those of us who got in at 3:00 a.m

(Laughter.)

DR LO It is tonorrow.

MR HOLTZMAN  Yes.

But | can't help but wonder, in listening to
Bernie's question, if a lot of how we think about the
existing sanples is not really shaped by how we think
about the sanples that we will be collected tonorrow

In other words, if you believe that, with
respect to a sanple taken tonorrow, there ought to be some
consent, that the individual has sone say in howit is to
be depl oyed, that, with that background assunption, where
your intentionality, your decision-naking, all of that can
be brought into play, that when we then think about the
sanpl e where none of that was in play, you then say,

"Véll, howcan | use it? Al of that was absent."
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And you start to try to come up with the cases
about, "Well, howwould | conformw th that individual's
intents and desires if | had known that?" Wich |eads you
down the kind of path Bernie started down.

So | think it comes fromthis notion that,
with respect to the sanple where | did have sone control
all right, if you go back counter-factually and say if |
had had it, you end up concl udi ng you can't possibly
ascertain what the intentions were. And | think that is
to Zeke's point.

So you, | think, then have to | ook at how
would we feel-- How do we feel about the sanples to be
coll ected tonorrow and how thick is the consent in that
i nstance, which drives you back to questions about what is
your relationship to your tissue, and to what extent you
shoul d have control over the destiny of it.

Because if you think that that is really,
really thick and that there is this ownership
rel ati onship, for exanple, with conpl ete dispositiona
authority under all cases, you are going to be nore
troubl ed about thinner consent in the past.

If, on the other hand, you feel, as reflected
in, say, Zeke's exanple, that we can nake distinctions and

use nechani sns i ke opt out, in the case of the clinically
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col l ected sanple, you nay be | ess troubl ed about the
thinness or the absence in the consent of the past.

It is just a thought.

DR MJRRAY.: Bette?

M5. KRAMER | think that ny concern is that
what ever assunptions that we nmake; that they are very,
very clearly stated.

And that if we are going to assune that, in
collapsing this in terns of the stored sanples, that we
are going to assune that any consent that was given in the
past was so thin that we would not regard it as adequate
going forward but, you know, in an attenpt to allowthe
scientific research to continue to go forward, that we are
going to, you know, we are going to nmake these rules. W
are going to go work on that assunption

But state it very, very clearly up-front and
probably include | anguage that calls for a high standard
of review of any protocols that will be using this
research, fully understandi ng that a consent--an adequate
consent--may not have been given. So just call for a very
hi gh standard of review, | believe.

DR MJRRAY: | want to add sonething to the
portrait of the way things were.

| nmean, if | were convinced that researchers
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in the past knew that they were going to be using tissues
regularly for research purposes and that they coul d get
enormous anounts of personal information out of such
tissues, then | would probably insist on very rigorous
standards, even for consent for past use of tissues, even
anonynous use.

| amnot convinced that that is the case. And
ny sense is that nost people-- You know, nost of the
peopl e know nost of the tissue was col |l ected for other
t han research purposes. Overwhelmngly that is true.

They were collected in the course of clinical care.

Col l ections were built up partly out of |egal
requi renents, to keep for quality control, to keep tissue
sanples for quality control purposes, and the |ike.

It is relatively recently that--people--the
techni ques for pulling informati on out of these tissues,
genetic information, have becone, that the techni ques have
sort of reached a kind of initial maturity. They stil
have a way to go before this is achieved and is an easy
thing to do.

And it is relatively recently that the
concerns about genetic discrimnation and privacy have
been rai sed to new heights. And, you know, we have peopl e

around this tabl e who have been a part of the course that
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insists on the inportance of protections against
i ncursions on privacy and protections against genetic
di scrimnati on.

So | think the past is-- | nean, it is not
just that research is valuable, but that | think it was
not unreasonable for the people gathering the tissue in
the past to think that we are not doing anything all that
exceptional, or all that of likely personal significance
to the individual s whose tissues are being coll ected.

| just wanted to say that that is an inportant
part of the background for ne. But that won't be true.
And it is really at the cusp of not being true any |onger,
and so we wll have to have different rules |I think for
the past and for the future.

Larry?

DR MIKE First, | want to say hello to Dave
who is-- David Cox is sitting at the mddle table here.

DR MJRRAY: This isn't even a virtual David

Cox t oday.

DR MIKE A couple of things. One is that,
on the issue about past informed consent, | nean, another
way to look at it is that it is sinply stale. | nean, it

was given awhil e ago and, you know, just the fact that

ti me has passed.
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| just want to react to sone of the things
Bernie is raising. Mybe | amwong, but what | hear, and
the kinds of concerns Bernie is raising, is sort of
outside the box that we are looking at. | nean, it is
sort of like what kinds of research should fall under the
purview of I RB review? Wat kinds of things should fal
under the federal agency type of review?

Because you are raising concerns about shady
research, or research outside of these areas. And it
seens to ne that we really can't address it in what we are
dealing with right now And now we are sort of very, very
focused on the consent issue around the whol e i ssue about
research on sanpl es.

So am| wong or, Bernie, are you raising sone
of the issues that | think are really outside the
di scussion--the framework of the discussion--that we are
trying to have?

DR LO Well, | guess what | amsaying is
that, if we only focus on the consent issue w thout
attention to the larger question of whether the research
is appropriate and shoul d proceed, | nean, consent is only
one of the nechani sns by which we judge whether or not we
think a research protocol is appropriate and needs to

proceed. And | think it is hard.
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| nean, as sone peopl e here were sayi ng,
think that, to the extent that we have questions or
reservations or just don't know about the quality of
consent, one may want to | ook at other mechani sns, such as
either IRB review or comunity review, to satisfy us that
we feel confortable that the research ought to proceed
and, you know, neets sone ethical standards so that--

A though I think, you know, it is inportant to
| ook at the consent issue, | amnot sure we can viewit in
isolation with the other tools we have to review research

DR MIKE Well, | agree with that.

But the way that | have been looking at it is
that you sort of-- W can't nove and | ook at all those
things all together and try to change the IRB--we are
going to tal k about the comunity consent issue |ater on--
but the issue about whether it is a legitinmate research or
not isn't just applicable to tissue sanples; it is across
t he whol e research spectrum obvi ously.

MR HOLTZMAN  Unless Bernie is saying
sonmething along the followng lines; that there is a set
of research activities which, if individuals consented to
them they are okay. Al right? But in the absence of
consent, one woul d question whether or not they are okay.

So there is research beyond the pale, there is
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research which is scientifically wonderful and, in
between, there is a sense in which that, in that kind of
research, one ought only be part of it if one has
specifically consented to it.

DR MIKE Yes. But, Steve, | nean--

MR HOLTZMAN  But |--

DR MIKE But, Steve, who would say, "I

consent to a bad research on ny tissue?" | mean, you
know -

MR HOLTZMAN  No, no. It is not-- | don't
think it is an issue of bad research. | think it is an

i ssue of, if one--

| amnot saying that this is easy to do, or
one ought to do this. | amjust trying to frame for
nysel f what Bernie is saying.

That there could be a scope of research
activity where reasonabl e peopl e coul d say, "Wl |, naybe
Zeke woul d be interested in participating in that, but I
amnot." Ckay? It is not bad; it is not good. Just a
di fference about whether one wanted to participate in that
ki nd of research.

And if one could say that falls within that--
all right?--then that would be the sanple, the kind of

thing that Bernie would be pointing to. | amnot sure it
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i s doabl e.

DR MIKE But | don't think that is what he
was rai sing.

MR HOLTZVAN  Veéll, | will ask him

DR GREIDER Let us ask Bernie.

(Laughter.)

DR GREIDER W need to--

(S mul t aneous di scussi on.)

DR LO | nean, | think the harder questions
are nore in the gray zone as opposed to beyond the pale.

| think that there are sone types of research
that some individuals may not want to participate in, but
since we don't know-we couldn't ask themway back then
and we couldn't have antici pated what the questions are--|
think we may want to find some way of |ooking at the
qguestion as to whether a significant nunber of people who
were included in this tissue bank m ght have had
obj ecti ons.

| think another way to look at it is when you
consent, particularly in the kinds of, you know- Even
t he good consent where you go to a hospital, you trust
your surgeon, the surgeon actually does talk to you about,
you know, "Wien | take out the tissue we are going to use

sone of it for your diagnosis but we would |ike to use--
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The standard routine is to archive part of it for al
ki nds of research.” And then explain to you the kinds of
studies that are usual ly done.

It seens to nme part, to the extent the consent
had any neani ng, you had sone idea that good scientists
woul d be doing it, they woul d be working on inportant
research questions in a rigorous way. And in a sense |
think you consent, to the extent that you consented at
all, to that quality of the study.

But then the question is, when the protocol
cones down the road 10, 15, 50 years |l ater, what mechani sm
is there in place for assuring that all those criteria are
net ?

And | just think that, if you | ook at the
current federal regulations, there is a lot of sort of
ways you can have research get through with m ni nal
approval that, frankly, I don't think any of us woul d want
any of our staff or people under our supervision to be
doing. So | think that is ny |level of concern

That if we can't, because of the way the
consent was obtained or not obtained in the past, you
know, really say the people wanted to do this and they
ki nd of understood what was invol ved, and there m ght have

been sone concerns and objections, but they neverthel ess
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went ahead, if you can't say that, then | think | want to
| ook even nore closely at the other nechani sns we have, as
are these, you know, other lines that Zeke had in there
with regard to the IRB reviewor, as we are going to talk
about next time, the community consultation.

DR EVANLEL: | think it is helpful here to
stick to the divide between the tissue to be used in an
anonynous manner and an identifiable manner.

Let us renenber, on the identifiable side, |
think our general intuition for everyone in the room has
al ways been that full, inforned consent, you know, even if
you are using a previously-stored sanple, has to be
obtained fromthe people. So this issue of consent
doesn't-- Qur debate doesn't apply there because we agree
you have to get consent for that. So we are really now
into the tissue to be used i n an anonynous mnanner.

Now, within those boxes, it is inportant to
think through that traditionally there have been only two
types of protections.

One protection is lunped into the IRB. You
know, is this a valid study? Are they going to get useful
information? Is the question not harnful ?

And then there is the second | evel of

protection, even if all of that is true, "I have the right
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to consent or not consent to participate in that study."

In the al ready-col | ected sanpl es, the probl em
ari ses because that second | evel --the consent |evel--
doesn't exist. And | should remnd us--again, junping
ahead to this afternoon because they are not all that
separabl e--even in the sanples to be collected in the
future, we recogni ze that you are not going to be able to
have detailed informed consent. You are just not.

Full informed consent is not a possibility
because today we have sanples that are, you know, 75 or
100 years old and, in the future, they are likely, you
know, if | get surgery today, you know, the day after our
sanpl e that--who knows?--it may be 100 years before
soneone deci des that Ezekiel Emanuel's, you know, pancreas
or lungs or heart--or whatever it was--mght be useful.

DR GREIDER  PBrain.

DR ENVANUEL: Brain. Yes, right. That they
know is not useful. There is not a cell left.

MR HOLTZMAN (I naudible.)

(Laughter.)

DR MJRRAY: | want you to notice it is not
even 8:30 in the norning, and they are insulting each
ot her.

DR EMANUEL: You need a little nore caffeine
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in that coffee.

(Laughter.)

DR EMANLEL: So | think we have to operate
under the assunption that consent just isn't a good--or
isn't sufficient here--protection.

Now, sone of that is for practical reasons;
sone of it may actually turn out to be, you know, nore
confortabl e for philosophical reason, separate fromthe
practical concerns.

And then | think you are right. Then we have
to be reflective and | ook back on the other kinds of
protections. The traditional protection of the IRBis
one.

And | think what we have been di scussing for
the last few nonths has been do we add a | evel, another
| evel , of protection that doesn't even exist in the comron
rule now, which is this community? You know, granted it
is vague, it is nmushy, it falls between the fingers, but
we think sonmehow it is very inportant.

And | think in part we think it is inportant
because it addresses really, at |least to sone extent, the
concerns you have. |If this research really has a
potential to be stignmatizing and down-right harnful, then

we are not even satisfied with the IRB. You know, they
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have-- W want to think about addi ng anot her |evel.
But I think-- | do think, following up on a
nunber of comrents here, we really do need to get out of
t he consent box because we just can't satisfy it here,
even if we wanted to. It is just not going to be possible
in those tissues where it is to be used in an anonynous
manner, without | think really grinding the whol e system
to a halt and harming things in a way we woul dn't want to.
So | don't think consent is a-- W shouldn't
rely onit as a safeguard at all. And I think, in sone

ways, it may be nore an informational process than a rea

saf eguar d.

DR MJRRAY: Bette?

M5. KRAMER | think Zeke has probably already
said it--

DR ENVANLEL: Ch, | amsorry.

M5. KRAMER No. No, no. Not at all. VWell
done.

DR LO Can | raise another question in terns
of concerns one mght have of doing research in stored
sanples? | need to defer to the scientists here.

Is there any sense that you may run out of the
sanple? That if you only have, you know, a coupl e of

tubes and people in 1997 are doing all these studies, by
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the time someone has the definitive DNA probe, in 2005,
there may not be enough sanpl es?

And how do we factor that into this kind of
analysis in terns of appropriateness of research as sort
of the big question? So | know Carol woul d be the best
person to ask

DR GREIDER Wth any given sanple, of
course, you would worry about running out of the sanple.
But | think the kinds of things we are tal king about here
when we have, you know, 100 mllion sanpl es out there,
nost studies that are done, you know, you are going to use
several thousand to, you know- You are not even going to
get to the 10,000 level. And so | don't think we are
concerned about depleting all--

DR LQO How about a nore specialized sanple
|'i ke pedigrees of--

DR MJRRAY: Well, | think Jack has a good
exanple. It may be useful to hear fromhim

DR KILLEN Yes. Jack Killen. | amfrom
NH the Dvision of A DS

| think there is a fewthat just spring
imrediately to ny mnd. | amspeaking fromthe
perspective of prospectively assenbl ed col |l ections done

for research
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Certainly in the case of HV, there are
mllions-- W have mllions of sanples already stored
away in a repository. But about 90 percent of our
requests focus on about 1 percent of the sanples. And,
yes, running out of themis a very big issue.

One of the things that we have started doi ng
is generating imortalized B cell lines as a way of
getting a reproduci bl e supply of DNA fromthe individua
into the future

The process of goi ng through the deci sion-
maki ng about whether or not that was good rmaybe we can
tal k about later on in the community consultation part.

Is that, Zeke, what you are referring to?

DR ENMANLEL: Yes. An exact exanple, which
think is a hel pful exanple. Running out of cells and then
the decision to nake themimmortal so that you can, in the
future--

And, | nean, | think it is inevitable that
there are going to be sone tissue sanples, for whatever
reason, that turn out to be very, very valuable, either
because of the conbination of clinical infornation or
because there is something unique about this set of people
separate fromeven doing it in an identifiable pedigree

manner; just, you know, you have collected 10,000, and it
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happens that all the relevant di seases you are interested
in, you know, turn out to fall into a small group.

But fortunately there are techniques at | east
that may, you know-immortalization--raise certain
guestions. You know? Does anyone have the consent for
that? |In what manner mght they consent? But it does
sonewhat obviate the issue of are we running out of tissue
per manent | y?

DR GREIDER But that is only for certain
ki nds of tissues though.

DR EMANUEL: R ght.

GREIDER W can't imortalize--

EVMANLEL: Cel | Dbl ocks.

3 3 3

GREIDER R ght. O certain tissue types,
t 00.

DR EMANUEL: R ght.

DR KILLEN O certain research questions.

DR MJRRAY: Wll, how are we doing on the
overall structure up there? Do we agree? Wat are the
key choice points? Let us see.

Are we agreed that, for existing sanples, we
are not going to make-- W& are not going to claimthe
distinction is inportant between those collected for the

expressed purpose of a research proposal versus other
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purposes, if that were--

This is a very indirect way of saying it--I
apol ogi ze--but we are going to say we are not going to
observe that as a significant distinction? 1Is that right?

(No response.)

DR MJRRAY: W are going to treat them as
effectively the sane for our purposes. |s everybody
confortable with that? Do we have a good argunent for
that? Do you feel we have a good argunent for that?

Ckay.

W are also not going to pay attention to the
specific terns of the-- Well, that is-- Let nme put that
alittle differently.

Ve will pay certain attention to the specific
consent that may have been given or withheld if-- | mean
| think we need to state that, right? If someone has
said, "I don't want ny tissue used for research,” in ny
view that should be a veto. That tissue is not used for
research. Do we all agree on that?

(Wher eupon, there were several affirmations.)

DR MJRRAY: |If someone has said, "M/ tissue
shoul d not be used for research of this kind," do we all
agree that that should hold? People should have the right

tovetoit. |If there is a record of any kind of objection
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of that sort, that nust be observed is ny-- | think that
is avery clear view | have.

But, in the absence of such opposition to
research, we are going to--in the past, again--we are
going to assune that, you know, barring evidence of sone
mal i ci ous notive on the part of the gatherer of the
sanpl es, that the sanples ought to be at |east possible to
be used for research in an anonynous nanner

Do we al so agree that any research that woul d
include identifiers nust--even sanples collected in the
past - -nust include prospective consent? Are we saying
that? You nust go back and get the individual's expressed
consent to do it if we are going to use their sanples in
an identified manner.

| can think of one case, one set of cases,
where that mght be a probl em

DR GREIDER W really haven't discussed the
identified stuff. | thought we were pretty nuch in the
anonynous box so far.

DR MJRRAY: Yes.

DR GREIDER | nean, to back up a level, as
Zeke had pointed out, it is somewhat different to say
research, how the tissues are to be used as opposed to

defining the tissues.
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So at the second level up there, to be used in
anonynous manner and to be used in an identifiable manner.
R ght? Maybe we shoul d agree--

DR MJRRAY: On the anonynous.

DR GREIDER Maybe we shoul d agree whet her
those categories--that that framework--is the one that we
want to adopt and say it is howthe research is done, not
the actual tissues thensel ves.

DR MJRRAY: (h, we have accepted that. That
is-- If I got that wong, | apol ogi ze.

It is howthe tissues are to be used because
we are going to assunme that nost of these tissues are--
They exist in sone state in an identifiable way. That
there are identifiers linked and we are going to have to
create a recommended structure of a kind of stewart of the
tissues who will then forward the tissues and ot her
information, as appropriate, but stripped of identifiers
so that you can't wal k back and find out who the tissue
came from

DR GREIDER Ckay. So you are just assum ng
t hat whol e di scussion fromthe past?

DR MJRRAY: Wl --

DR GREIDER | just amtrying to go through

and-- You know, since we are sitting around the table
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here agreeing, do we agree to lunp, yes or no? And we
just said yes.

DR MJRRAY: Right.

DR GREIDER Then the next level is do we
agree that this is howw are going to deal with the
tissues? And then it is howthe research is going to be
done.

| personally do agree with that category, but
| don't know that we have sat around and had t hat
agreenent at the table.

DR MJRRAY: That is a good point. Let us
find out if we agree with it.

DR ENVANLEL: | mght say that, | think, is a
very inportant reconceptualization to the way the debate
has been hel d.

If we renenber back to the argunents between- -
| hate to be so crude--but Cord and d ayton and, you know,
the American Society for, or the College of American
Pat hol ogi sts, the ELSI Wrking Goup, et cetera, they
focused on the sanple nature, and we are re-doing it to
say it isreally not the sanple we are interested in; it
is how the research is going to be conducted. And | think
that is an inportant break.

VW have discussed it a nunber of tines, but |
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think it is, you know- Because it is inportant, we
should really be very sel f-conscience about that change.
DR GREIDER And we should highlight the
reasons in the report as to why we are considering
reconceptual i zing that.
DR MJRRAY: Right.

DR GREIDER O why we did reconceptualize

DR MJRRAY: Yes. And this is sufficiently
important. It is worth making sure that everyone on the
commssion is fully confortable that they understand the
distinction and believes it is the right one to nake.

DR LO Let ne--

DR MJRRAY: If this is a tine when you have
any uncertainties, you should speak up pl ease.

Ber ni e?

DR LO | actually don't personally, but I
guess since we are saying this is an inportant reframng
of the issues, maybe we should just sort of think back and
how woul d-- Wat woul d the objections be to this? How
woul d soneone |ike sonme of the people in the ELSI Wrking
G oup respond to this proposal? So if we can anticipate
what sone of the rebuttals and objections mght be, that

m ght be hel pful.



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

46

Because | agree. | think this is very
inmportant. | actually think it is a very useful step.
mean, maybe we could float this by dayton, or sone of the
peopl e in that group

DR EVANLEL: | nean, | think part of what is
going on here is the idea that we feel sonewhat
confortabl e that you can, even though the tissue itself is
| abel ed, you can--

The researcher will get it in an anonym zed
manner; that they can't wal k backwards to identify the
people; that the potential harns that are present
therefore are obviated by that kind of protection; that
t he concerns one mght have about identifying a community
are taken up in a different way, not by focusing in on
whet her the sanple has got a | abel or not.

| nean, | think those are sonme of the
rationales. At this hour, | amnot sure | can reproduce
all of that.

MR HOLTZMAN @ Can | --

DR MJRRAY: Yes. Trish and Steve.

MS. BACKLAR | just want to say again, as you
went through this Iist of people who woul d object,
consent, and so on and so forth, | still think you have a

tricky area in there at the group of people who may not be
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abl e to consent.

And even though Zeke said there woul d have
been a proxy, and so on and so forth, it could still be a
little sticky. | think that you have to identify that
group as you are goi ng through; people who say no
absol utely. You understand that you are not going to do
it and--

You made a |ist of people who woul d consent or
not consent and how you would deal with that. And | just
want to nake sure you keep the decisionally inpaired in
there in sonme way.

DR MJRRAY: Trish, | think I will count on
you, when you think that quite a different policy or set
of rules ought to be enforced for people who are not
decisionally conpetent at the time that the ti ssue was
t aken--whi ch woul d include all children and woul d incl ude
all adults who are unable to give full informed consent--
to signal that; when you think it actually nmakes a
difference in how we ought to treat those.

| haven't heard that yet. | have heard you
say be conscious of it. But if you see a point where you
think it nakes a substantive difference in the rules we
ought to propose, please say so.

And have | m ssed you? Have you indicated
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M5. BACKLAR | wanted to say that | was
concerned that they were left out in your |list because it
may alter the rul es--

DR GREIDER What | under st ood- -

M5. BACKLAR --in some way.

DR GREIDER --Tomto say was, if there is
sonething contrary already witten down in paper that is
collected, we are not going to ignore that.

Is that not what you were saying? That there
was al ready sonebody going on the record in paper saying,
"l don't want ny tissue used for that."

DR MJRRAY: Yes. And that is it. End of
story.

DR GREIDER And that woul d include
decisionally inpaired as well as--

M5. BACKLAR That you wouldn't use their
tissue.

DR GREIDER That is right. That is whatever
is already witten down will be followed. But we are just
maki ng the assunption that a ot of things weren't witten
down, and so you mght want to have additi onal
pr ot ecti ons.

M5. BACKLAR R ght. And that--
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DR GREIDER So | didn't hear Tom excl udi ng
the decisionally inpaired in any way. | heard hi msay--

M5. BACKLAR But they mght fall into the
group where sonething was not witten down.

DR GREIDER And so that is the best--

DR MJRRAY: Wich is going to be
overwhel mngly the case for--

DR GREIDER That is the--

DR MIKE Wit--

DR MJRRAY: Larry?

DR MIKE | don't want the exceptions to the
rule, our general rule. | think that, for previously
col l ected sanples for which there is no indication about
not wanting to use the tissue for research, | don't know
how we can go back and ask on an individual basis.

Oh the looking forward side, clearly we are
assum ng that someone can give infornmed consent. |[|f there
are issues raised about their ability to give that, then
that falls within that purview, so when we say that there
wll be informed consent, it doesn't nmean it is an
autonatic process; it means that they can really give
i nfornmed consent.

So when we get into the discussion this

afternoon, those are the kinds of areas that we will be
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| ooki ng toward your group to tell us whether the, you
know- | nean, you can sort of overlay your structure on
top of ours in terns of the prospective type studies.

DR MJRRAY: So let us-- Trish, keep raising
the issue of decisionally inpaired persons because we want
to ask at each point does it nake-- WII we want to sort
of make a special provision or special rule or other
treatnent of such persons?

At this point, as | understand it, we would
treat all sanples which have been |egitimately obtained--
and | am bei ng purposefully vague about what it neans to
be legitinmately obtained--in the past, previously
col l ected sanples, we are going to treat themall the same
way.

VW are going to look to see if there is any
opposition to research, in which case there will be no
research on that sanple. VW wll look to see if there is
a specific opposition to specific kinds of research, in
whi ch case there will be none of that research on the
sanple. But otherwise we will treat thempretty nuch the
sane, | think.

If you think that is inappropriate, we need to
hear that and we need to hear why.

It will be different I suspect as we go to the
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sanples to be collected hereinafter, where consent will
be, you know, we will be able to hopefully have a nore
i nformed, nore robust kind of consent. Not perfect, but--

DR MIKE Even in the second col um, where
we determne that previously collected, you know, but
still identifiable, then this same i ssue cones up.

DR MJRRAY: Yes. That is--thank you, Larry--
that is absolutely right.

Steve had his hand up, and then Rachel

MR HOLTZMAN | think in nmoving to the
di stinction, where we have noved of not the condition of
the sanple but rather the kind of research, as we are
witing that, | think it is worth reflecting on whether,
in fact, we have noved very far fromwhere historically
the reg was, because one thing that struck me when | read
the dayton paper is | thought they had taken the reg and
changed it in their mnd, intentionally noved froma
standard whi ch had been research conducted anonynously to
the sanple itself.

So | don't think we need-- W shoul dn't
i mredi ately assune that we are, in fact, changi ng the way
this has traditionally been thought about, which is one
conment .

The second thing is, in focusing on research
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conducted in an anonynous nanner, we shoul d be clear on
what we nean by that.

For exanple, do we nean that the individual
conducting the research can't hook up the research to the
individual or that, say, the publication is not one from
whi ch one coul d discern the individual? And | think we
shoul d just be clear on what we nmean by that.

And | think we nean the former and therefore,
by definition, the latter as well.

DR MJRRAY: That is ny understanding. Does
everybody share that understanding; that, once the tissue
and whatever information goes forward with it, that it
woul d be practically inpossible to wal k back and find out
who it cane from so the researcher woul d not have the
i nformation.

MR HOLTZMAN So is that practically--

DR GREIDER That is ny understandi ng, yes.

MR HOLTZMAN R ght. Because then that
practically raises the sort of thing the theol ogy group
talked to us last tinme about which is that, if the
pat hol ogist is to be the researcher, then they need to go
get soneone else to be the stewart effectively.

DR MJRRAY: Yes.

DR GREIDER  Yes.
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DR LO Is it what you intended al so, Zeke?

DR EMANLEL: Yes. | think that is quite
good. The researcher has to be blind.

DR MJRRAY: R ght. Now Rachel and then
Ber ni e.

DR LEVINSON  Just very quickly, because we
wer e tal king about special groups, | just want to raise
t he question of the dead when you are talking about
retrospective studies, not because those shoul d
necessarily be treated differently under the boxes that
you are defining, but because they are currently treated I
bel i eve under the common rule very differently, and so you
woul d be nmaking a change to that that you should keep in
mnd as you think about the recomrendati ons.

DR EVANLEL: | think actually that is
i mportant especially when we get to the identifiable
because, if they are dead and we are going to use themin
an identifiable manner and we require full inforned
consent, we have a probl em

But that is a very-- | nean, that is an
i nportant category especially since probably the vast
majority of our current sanples actually do cone from
peopl e who are currently deceased.

DR GREIDER Can | just ask how are they
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currently treated differently if they are dead or not,
under the comon rul e.
DR LEVINSON  Exenpt.

DR MJRRAY: Exenpt fromIRB review |[Is that

right?

DR LEVINSON If they are dead?

DR GREIDER  Yes.

DR MJRRAY: Anonynous or--

DR LEVINSON  Not specifi ed.

DR GREIDER Really?

DR MJRRAY: | think-- Yes. | think in al
cases.

DR LO If | could just follow on one of the
points Steve made. | think that what | understand wil|

enmerge fromour discussions is a rather sort of high tech
f ool proof way of naki ng sanpl es anonynous to the
researcher. And | think we want to distinguish that
bet ween much nore informal ways of "unlinking" sanples
which, in fact, are of varying protection.

| mean, you know, if ny close colleague in the
of fice next door is the person who does the coding, |
don't think that should count as anonynous for the
pur poses of research.

And, as sone of you were saying before the
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break, given that the technol ogy now exists to really nake
it anonynmous to the researcher, we should insist on a sort
of fairly rigorous standard for doing that.

DR MJRRAY: | can't help this. It is an
irrelevancy, but I amgoing to take the prerogative here.

Wen Rachel tal ked about, you know, worKking
with tissue sanples, et cetera, fromthe dead bei ng exenpt
fromIRBreview, it remnded ne of a colleague--a friend
of mne--who years ago was the editor of the nedica
section of the Encycl opedia of Texas H story.

And he and a group of research assistants went
out and interviewed emnent but very aged physicians in
the State of Texas. They had a rule though on this
encyclopedia. Wen it went to press, they would only
publ i sh bi ographi cal essays of people who were dead. So
at that point | said, "Ah, perish, then publish."

(Laughter.)

DR MJRRAY: So sorry. Wo is next?

DR MIKE Wuat | was curious about was what
Rachel had raised. Because clearly there still can be
harmto famly nenbers, and there is the interest of the
famly menbers, so are we just going to assune that
i nfornmed consent nust be obtained and not get into the

difficulties?
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| nean, you know, | amsure there is sone
protocol that says who you go to first and et cetera, et
cetera. Because if we apply to people who are dead and
their tissues are stored sone people are going to be
asking, "Well, how do we address that?"

But do we want to explicitly address it in the
report or we just--

DR GREIDER  Whiich box are you tal ki ng about ?

DR LEVINSON Yes. Wat are you--

DR MIKE Wll, | amtalking about
identifiable dead person with explicit inforned consent.
And | assune there is a proxy. |If we are going to insist
on that, the assunption is there is potential harmor
interest by famly nenbers or relatives.

DR GREIDER | think we have to go through
all the boxes.

MB. BACKLAR R ght.

DR GREIDER | nean, we have to start filling
the upper right-- W haven't filled in really any of the
boxes. It is hard for ne to--

DR MIKE \Well, | went under the assunption
t hat - -

DR GREIDER The bottomright--

DR MIKE Yes. | know but--
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DR GREIDER --box w thout having gone

t hrough all the--

DR MIKE | know, but what Zeke proposed
was-- | didn't see any objection to that, even in past
stored tissue sanples. If it is identifiable, we are

going to try to get individual informed consent fromit.
| haven't heard anybody say no to that.

DR GREIDER | don't think we have agreed to
anything in any of those boxes. | certainly haven't--

DR MJRRAY: W are still--

DR GREIDER --agreed to what is actually in
t he boxes.

MR HOLTZMAN But we could take Larry's
generic suggestion. |If, for any box in which we say an
i ndividual's consent is necessary, then, if we are dealing
with the sanple froma dead person, then that consent
shoul d be obtained fromwhoever is the rel evant guardi an,
et cetera.

DR MIKE M second followup to that is
that you clearly have to nake a reasonable attenpt for--
If a reasonable-- Wat is the end product of trying to do
a reasonabl e attenpt and you are negative in it? Ckay.
Then do we have to-- They cannot do identifiable

research? Do they have to do it anonynously? O is it,
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you know, is it an absol ute?

DR MJRRAY: R ght. Those are inportant
questions, and | think we will need to conme back to them
pretty quickly.

But | still want to get to if we have the--
want to ascertain whether in fact we have full agreenent
on the elenments of the framework

And one of the key el enments we were j ust
tal king about was that we will view- Wether or not a
tissue is anonynous is, in our view, wth respect to its
use in research, not with respect to what may lie in sone
ti ssue bank sonmewhere, but in terns of what the researcher
m ght see.

And | take it that there is full agreenent?
It is not just agreenent; that we actually have very good
reasons which we will state for why this is the
appropriate way to think about it.

And | think Zeke is right. This is a change
fromthe way it has typically been conceived, but | think
it is actually-- It is the way it ought to be done. |
thi nk we have actually made an advance in comng to think
of it this way.

Now, there are cautions to be born in mnd.

There are ways of using fragnents of infornation,
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particularly information that can be then sort of |inked
information, electronic databases, to do a certai n anount
of wal ki ng back, so we need to be very consci ous about
taking the technical issues seriously.

W are not technical experts and | don't
propose that we are going to-- | think it would be unw se
for us to recommend a particular encryption schene, or
sonmet hing, but to signal what we think the right principle
is, toremnd everyone, you know, that this can be a
difficult thing to do properly, and that it ought to be
done properly, and then to suggest perhaps sonme procedura
nmechani sns for how that m ght be | ooked to.

MR HOLTZMAN So is this the place where we
should flesh out a little nore about anonynous such that,
for exanple, we intended that there could be continuing
epi dem ol ogical information flow ng in one direction; that
that does not conpromse, in the rel evant sense,
anonymty, and that we | eft open whether, under any
condi tions, one ought to be able to go back in order to
reveal to the subject results.

DR ENVANLEL: | propose we go down the left
side of the colum first.

MR HOLTZMAN  Ckay. | didn't knowif that is

built into the question of what is it to be conducted
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anonynously. That is why | amasking that question here.

DR EMANLEL: | don't think so yet.

MR HOLTZMAN  Ckay.

DR EMANUEL: Not vyet.

DR MJRRAY: (Questions we need to address. |
agree with Zeke that--

DR GREIDER Wiy isn't that the upper left

box? What Steve just raised.

DR EVANLUEL: Vait. You nean this box?

DR GREIDER  Yes.

DR EVANUEL: It is this box, but | think--
DR GREIDER (Oh.

DR ENMANLEL: | suggest if we do these three

t hi ngs- -

DR GREIDER  Yes.

DR EMANLEL: --first because they actually
turn out to be also controversial and a new addi tion
certainly to the common rule. And | think if we have al
the outside, while it won't be easy to go through the
inside, at least we will be very focused. That woul d be
ny only suggesti on.

And, in part, because we already have had
controversy fromthe full commssion, at |east on their

addi tional gut reaction wthout, you know, our expl aining
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the framework in any detail, or the rationale, to a three-
| evel divide as opposed to just a two-1evel divide.

DR LQO Do you want to turn to whether we
want the three levels; three rows rather than two? Ckay.

MR HOLTZMAN Let ne just get clear why |
asked that question there again. Do we nean by conducted
anonynousl y; sonet hing can be conducted anonynously even
if there is additional information about the sanple over
tinme flow ng through?

DR GREIDER  Yes.

MR HOLTZMAN W agree with that. So that
does not conprom se the concept we are trying to
articul ate here.

DR LO W talked about this last night.

DR EMANLEL: | think this is the question.

MR HOLTZMAN | amtrying to stay in the
out si de boxes.

DR EVANLEL: R ght, right. | understand.
But | think the question is, again, one shouldn't-- W
shoul dn't focus in on sonmewhere does that information
exist with an identifiable |abel.

The question is, when it gets to the
researcher and the researcher is doing it, is it in an

anonynous manner such that it can't be wal ked backwar ds?
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I f you can guarantee that, despite a constant
fl ow of updated clinical information--the researcher
doesn't know who it is, can't wal k backwards except maybe
with sonme saf eguards which we can tal k about, and the
research is going to be done in an anonynous nanner - -t hat
is what qualifies it as being done in an anonynous manner,
not how the sanple is, where the clinical record is, et
cetera.

M5. KRAMER But at sone point we are going to
discuss the criteria that we want included for this
encryption, wthout describing the exact nethod, right?

VW are going to address the question?

DR ENVANLEL: | think inevitably, you know,
and as | have heard it--and this is just ny synthesis of
our conversation--we are a divided subcormttee onit. W
haven't really debated whether, you know, if you find
sone, serendipitously find sonme inportant information that
is relevant to the health of the people, you should be
abl e sonehow to break that code.

M5. KRAMER Weéll, | don't know so nuch that
we are divided as | think we haven't fully discussed it
yet .

DR EMANUEL: Right.

MS. KRAMER Right.



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

63

DR EMANLEL: But | think I hear people's
intuitions being on different sides. That is all | nean
by divided. | agree. W just haven't had a thorough
thrashing of that issue which would tell you whether that
is going to be, you know, potentially perneable in the
other direction or not.

DR LO Wll, | guess one procedural question
is do we want to enter into that discussion now, or go
back to the framework and try to see if the grid for the
framework is-- Because | think it is something we are
going to have to address.

M5. KRAMER R ght.

DR LO It isreally do we do it now or
| ater?

DR GREIDER Weéll, | nmean, it is comng up
now. W are going to have to do it today, right?

DR LO Do you want to do it now?

DR EVANLEL: | prefer to do it later.

DR GREIDER You prefer to do it now?

DR EMANUEL: Later.

DR LQO Later.

DR EMANLEL: | think we need agreenent either

to collapse or to retain the three |l evels of--

DR LQO Procedurally, how many people want to
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defer this until later and nove on to the sort of grid as
it stands?

DR GREIDER  Yes.

DR LO Yes.

DR GREIDER  Move on.

DR LO Mve on. kay. So we wll come back
tothis later today. Steve, we will count on you to raise
it because | think it is a terribly inportant question.

Wth regard to this grid, | think the question
that we need to look at is are we happy with the three
rows, or do we want to coll apse the bottomtwo i nto one?

Zeke, do you want to--

DR EMANLEL: Well, | think the other thing we
need to be very, very careful about is that, in the
current standard, the bottomtwo rows just don't exist.

DR GREIDER Don't exist at all.

DR EVANLEL: So the first-level question is
are we all confortable with raising, or adding, or
el aborating a row that recogni zes community harns,
potential comunity harns, or potential comunity
i npl i cation?

And then, if we recognize that there is
potential comunity inplication, and we are not just

dealing with isolated individuals here but connected
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somehow wi th rel evant characteristics, do we then feel
that this divide, where sone of the research even though
it identifies a community, nmay not have any potential harm
that we can think of or that it has a harn?

DR LEVINSON How can ever say that there are
no potential harns?

DR ENVANLEL: Well, | nean, we have tried to
think of some exanples, and | will just give you the
exanpl es | have heard fromthe research comunity.

You know, the ear |lobe. That is yours, right?
Carol's ear | obe exanple. You know, you are interested in
ear | obe design, or structure, or eye color, or things
that-- O baldness. Things that mght not have real
har s.

DR LEVINSON How do you know that the gene
coding for the ear lobe is not going to be found | ater on
to have sone behavioral inplications?

DR ENVANUEL: But you woul dn't know that now.
LEVINSON But that is--

EMANUEL: And so, therefore--

3 3 3

LEVINSON But that is not a-- But it is
still--
DR EMANLEL: No. But then, even if you got

comunity consent, you couldn't even talk about it to
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them | nean, it wouldn't effect you if-- | nean, of
course, down the line, sonme information, but that is not
going to effect-- You know, do you go ahead with the
research now? Because no one knows about that kind of
information. | mean, that wouldn't--

That woul dn't be relevant to the consent,
ri ght, Rachel?

DR LEVINSON No. Only to the extent that
the anonymty mght be effected. You know, whether
sormeone woul d be concerned about what the inplications of
that study could be | ater on.

DR EMANLEL: But this--

DR GREIDER But this is anonynous. It can
be anonynous. You can have anonynous research.

DR EMANLEL: Let us say you are interested in
ear | obe design in Ashkenazi Jew sh wonen. Ckay? It is
hard to inmagine-- Forget future attachnents. So you go
to the coomunity and say we are interested in ear |obe,
the genetic of ear |obe attachnment. Ckay? And we are
going to divide your community up and | ook for a gene that
goes. Al right? It is hard to think what the harm of
that coul d possibly be. Ckay.

DR LEVINSON  But--

DR EMANLEL: Now wait a second. Five years.
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You have done the study. You have shown that it tracks
with sonme gene. Five years later you find out that that
gene is related to, you know, the high risk of heart
di sease, or sonething |like that, or cancer, head and neck
cancer, or sonething.

Wien you went to the community, | mean, do you
feel nore confortabl e because you got their formal sign-
of f, as opposed to whatever el se we are going to require?
| just don't see how it would nmake a difference.

| mean, of course, all sorts of genes that we
think are i nnocuous now mght be related to sonething
inportant, or potentially harnful. | mean, | think--

Renmenber why we are distinguishing--first of
all, why we brought the comunity in--why we are trying to
di stinguish these two. W are trying to recogni ze that
there is some category of research which mght not, which
m ght have inplications for a community, qua comunity not
individually seriatim and we want to recogni ze that,
especially with genetic research, that therefore the
comuni ty shoul d have sone input as to how the research is
done and whether it even goes forward or not.

M5. BACKLAR Wiit a mnute. Have we deci ded
t hat ?

DR EMANLEL: Well-- Ckay. But we want sone
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input, period. Al right? And then we will leave it to
the extent of the input. But | think the question here
is, is it reasonable to imagine that, even if it
inplicates a coomunity, there are sone things which aren't
goi ng to--

| mean, what are the harns we are worried
about? W are worried about sone stignatization and sone
discrimnation. | nean, suspect categories. Everything
is a suspect category.

M5. BACKLAR | think that Rachel has a very
important point. Wy are you distinguishing between no
potential harmand potential ? Wy do you have to
di stingui sh? Because, in fact, you don't know what it
mght be. It sinply mght be that you are identifying a
certain group with a certain shape of their ear and
ultimately people say, "Wll, that; | don't |ike that
group and it is because of their ear.” | nean, their ear
shape, or what ever

DR GREIDER But you can't provide for things
in the future that you don't know anything about. Right?
You can onl y--

M5. BACKLAR But ny question to--

DR GREIDER You can only protect against

what we know about .
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M5. BACKLAR But ny question to you is why
must you di stingui sh between potential harmand no
potential harn?

DR LEVINSON It is too nebulous. It is too
subj ect i ve.

DR GREIDER Wll, you are going to have to
di stinguish. The IRBwll have to distinguish it at sone
poi nt, right?

DR MIKE Yes. But, you know, you folks are
making-- |If you are going to argue that there is no
distinction, and | would go along with that, ny question
woul d be, woul d come down on the opposite of where you
are, where you would want to have rigorous protections.

And | would argue, if you are going to conbine
the groups, then ny problemis with dealing wth
communities. Wiat the hell are we tal ki ng about when we
are saying what is a comunity?

| mean, you can tal k about the Ashkenazi
Jew sh wonen as one good exanple, but if they don't agree
in Boston but agree in New York, or in San Francisco, then
what is the utility at? But if you are tal king about a
very localized group of Al askan natives in a little
village, to nme that is a community definition that you

woul d want to be very careful about protecting.
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So | would prefer to go with the separate of
harmino harm and | assune that there has to be sonme group
like an IRB looking at it to say whether there is a harm
or not, rather than conbi ning both, because if you conbi ne
both then | amgoing to go the opposite way of where you
are going to go.

M5. BACKLAR And al so ny understandi ng t hat
you are thinking of this community as different fromthe
Canadi an col l ectivities, which could be famlies, or can
t hese comunities be famlies?

DR MIKE Well, we--

DR CGREIDER W haven't said that.

DR MIKE --haven't really said that.

M5. BACKLAR But that is why I am asking.

DR MIKE Wll, no. | think if you are
tal king about blood relatives, famlies, no. No. That is
nore on the individual side to ne.

DR EMANLEL: But wait a second. If you are
getting down to famlies, you are probably getting down to
pedi grees which neans you are going to be on the
identifiable side.

M5. BACKLAR R ght.

DR ENVANLEL: Let us try to keep the boxes

clear. | nmean, when you get to a snall unit such as a
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famly, and you are going to be doing research on the
relationship of the famly, | nean this may not be
conpl etel y- -

| see that Steve is puzzled.

But | think that you are probably going to end
up on the identifiable side.

| think, again, it is inportant for us to try
to keep sone paradigmcases intact. Now, you may be right
that the intuitionis no natter what it is, if it
inplicates a group, any group, it is automatically a
suspect category.

| personally don't like that idea. | think
that is a very bad standard to take. | nean, we do have
sone suspect, some groupi ngs which, you know, where-- And
harns that we are seriously worried about. Harns that
could lead to, you know, sone formof discrimnation or
usually for historical reasons and reasons of soci al
margi nal i zation, stignatization.

But that doesn't include, you know, every
group. And | would remnd you that one of the papers
handed out last time, or two tines ago--1 can't renenber
any nore--was about a study they did out of the
Physician's Health Study that identified African-Amrericans

and whites where it turned out that the whites were in a
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much hi gher risk category.

And | had suggested that that ought to fal
into conmmunity, no potential harns, because that-- You
know, you don't usually harmall of such a big group,
nmean, of the domnant group. That is just not the way it
is usually thought about.

D scrimnating against all whites is a very
difficult thing to do.

DR LQO But the other way, if the study had
cone up the other way, one could argue that, fromthe
African- Aneri can perspective, and they said, well, the
prospect of discrimnating against the whole class is
real - -

DR EMANLEL: Yes.

DR LO --had the results gone the other way.

So you are going to have to take it when the
research was planned, not when the results conme out.

DR EMANUEL: R ght.

DR LO So, | nean, like any ethnic division
i s possi bly suspect because it coul d show i ncreased
susceptibility among the class, which is already
di sadvant aged socially and, therefore, adding to whatever
burdens and di scri mnations you have, so at this state it

may be a suspect category on the face of it.
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M5. KRAMER The problem | amhaving, in
trying to deal with the decision you are asking us to nake
now, is that I have great uncertainty as to how we ought
to deal wth community altogether, and | know that is on
the agenda for this afternoon, but | personally am goi ng
to have troubl e nmaking this decision until we have tal ked
about that.

DR MJRRAY: | amgoing to ask ny fell ow
comm ssioners for an act of faith here, which is difficult
| know. But it is ny faith in Bernie Lo actually, which I
don't confuse with any deity, although I think--

(Laughter.)

DR MJRRAY: That Bernie is going to offer us
sone constructive ideas about howit is that, at least in
certain circunstances, one can think about community and
get comunity input into decisions about the
appropriateness, design, et cetera, of research.

So let us just-- And if | amwong, | wll
tell you. | wll be honest with you.

DR LO You are wong.

DR MJRRAY: | amwong? Ckay. Aml wong,
Bernie? | an?

DR EMANLEL: But | think we--

DR MJRRAY: Seriously, do you think comunity
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consultation is--

DR LO | think-- | think-- Well, | think
these are very, very tough issues. And | think you are
starting to raise sone of the conplexities. | think what
we can do is sort of help begin to sort out. | think, out
of whatever discussion we are going to have after the
break, we are not going to reach conclusions, but | think
we are going to be able to be nore aware of what sone of
the di nensions are, both the possibilities and the
pitfalls.

DR GREIDER Well, why don't we have that
di scussi on before we deci de whether there is one category
or two? It seens |like we can't nake that decision until
we have di scussed the whol e comunity.

M5. KRAMER That is what | am suggesti ng.

DR MJRRAY: | suspect that is--

DR MIKE Wat | was going to say was that
ny problemis not with that three-line group with
community harmino harm M problemis with getting
i nformed consent from communities.

And | think that what we have been seei ng--and
| think the kinds of things that Bernie has raised--is
consultation with communities, wherever you define, is

good because it hel ps to sharpen the focus and nake the
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research project better

| have no problens with consultation. | have
problens with getting an i nformed consent out of a group.
That is ny probl em

DR EVANLEL: Can I-- | want to raise two
points. One is there are huge problens with comunity,
but I want to raise these two points.

(e, we are not the first to tread into that
pond. Ckay? The FDA is already plopped a big stone into
that pond and | think, as we have recogni zed over tine,
you know, it is an area which we have ignored for 15 or 20
years. That doesn't nmean we should continue to ignore it
just because it is hard.

Second, | want to-- | think we need to be
very cl ear about distinguishing two things here. e is
whet her we think that categorization is accurate, and the
second |l evel is what kind of protections that entitles you
to.

And | don't view- | mean, we may want to end
up saying, you know, we want to recogni ze this category.
VW are not sure of the kind of protections, or here are
the kind of protections for well-defined comunities.

This is a concept which is undergoi ng debate and

interpretation now. And our notions of what the correct
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protections nmay be nmay need to change over tine, as the
debate gets clearer

VW are going to get a lot nore experience from
the FDA rule. W are going to get a | ot nore experience
in other areas. And so | think, you know, we need to make
this a two-step process.

One is does that divide match with sone
ethical intuitions, and the second question is what are
the regul ations that go with each of those boxes? Those
are two separate questions in ny opinion.

DR GREIDER Can you remnd ne what the FDA
stone is?

DR EMANLEL: Ch. In the enmergency exception
to informed consent. So you can do a study w thout the
i nformed consent of the person participating in the study
in the enmergency roomcontext, if you can't get inforned
consent because it would delay or harmthem you don't
know who to get it from et cetera, et cetera.

Before you can go ahead with that protocol,
you need to get what they call community consent. And
they are very vague on what that actually is, what woul d
quality. And it is a thing which, to sonme extent, they
have punted to the | ocal |RBs.

But they recognize that if you are going to be
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treating people and you can't get their infornmed consent,
you want anot her |evel of protection. || think, in sone
sense, though not articul ated exactly as we have, they are
comng to the same kind of conclusion froma different way
than we are.

M5. KRAMER See, given that--

DR EMANLEL: There are lots of places that
are doing it now, but I wll tell you what I think is
going on in, you know, Boston.

Al of the emergency vehicles fromone area
comng fromBrookline go to the Beth Israel Hospital, so
if you are going to do a protocol in the Beth Israel
Hospital, you go to the Brookline comunity.

You tell themthe kind of protocol you are
going to do; that you are going to do it on everyone in
the follow ng circunstance. That is a nethod that you
m ght approach. | mean--

M5. KRAMER But that is a perfect exanple.
How does one go to the Brookline community?

DR EMANLEL: Well, | mean, you have got
mailings to all the people in the, you know, geography.
R ght? You mght have public foruns.

M5. BACKLAR Advertisenents. CHSU is

advertising everywhere about this. Little boxes in the
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newspaper descri bing what is going on.

DR MJRRAY: W should just state CHSU -

M5. BACKLAR (Oregon Health Sciences
Uni versity.

DR MJRRAY: Yes.

M5. BACKLAR  Sorry.

MR HOLTZMAN  So you are not seeking the
consent of the comunity; you are rather letting them know
that a certain practice will be taking place and they
shoul d be aware of it?

M. KRAMER So it is informational ?

DR EVANLEL: Rght. But, | nean--

MR HOLTZMAN  But they have the opportunity
to object.

DR EVANLEL: Yes. | don't know, you know, |
think this is so new people aren't quite sure what happens
if the community gets up in arns. "W don't want you
doing that with, you know, our people who are comng."

| mean, these tend to be dynam c processes.
They don't tend to be, you know, all we are doing is
shoving it out there.

MR HOLTZVMAN. So, if | could cone back to
what we nean by community wi thout getting phil osophical,

just what we neant here, and explain ny puzzl enent.
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Under the current rul e anonynous, or
anonym zed, or whatever, refers explicitly and only to the
i ndividual, so before we even get into lines 2 and 3,
there is the question are we going to introduce anot her
line or lines?

And that is that we believe it is a rel evant
consideration to ask, with respect to a piece of research
whi ch is conducted in an anonym zed manner with respect to
the individual, of whether that research is neverthel ess
identifiable with respect to a community, and that we
think that that is a relevant question that needs to be
asked and answer ed.

| think that is the fundanental first thing we
are saying, which really does raise the question
imedi ately did you nean a community as constituted by
sonme social definition or did you nean it is a conmunity
in the sense that it is research which is not identifiable
with respect to an individual but it is identifiable with
respect to any others, in which case you woul d then get
into collectivities, famlies, et cetera.

| nust admt | always thought that the primary
divide we were nmaking was along the latter lines; that is,
that while not individually identifiable, nevertheless it

is identifiable with respect to others or additional
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peopl e, as opposed to definition of comunity.

DR MIKE Yes. But | always got the notion
that, okay, if we are doing studies such as this and it--

Vll, let us take the case of breast cancer.
Qoviously it would not apply to the nale nmenbers. R ght?
| nean, the issue was the wonen altogether in that ethnic
gr oupi ng. So it didn't seemto ne that we were tal king
about - -

| guess what we are tal king about is that you
have i ndividual research in an anonynous nmanner where the
individual is not identifiable, but the research is
conducted such that it consciously |ooks at a particul ar
gr oupi ng.

DR ENMANUEL: But-

DR MIKE It nay not be a particular famly.

DR EVANUEL: But, | nean, | think it is
inmportant to-- You know, one is you could have a sort of
historical traditional grouping |ike the Native Amrericans.
You m ght have a geography, you know, the Mayo dinic
area, dnstead County. You mght have ethnic groupings.
You mght have racial groupings. You mght have di sease
groupi ngs; the AIDS community we sonetines tal k about.
And then you mght have famlies.

| nmean, there are sort of six kinds, and this
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is just off the top of ny head. | haven't thought it
t hrough conpl etel y.

Now, | think the issue is, you know, not you
do research and it shows up because you have these
soci odenographics that tracks with, say, Jews, or it
tracks with sonme racial grouping.

The issue is you are going to that, to a
particul ar grouping for a purpose. | mean, your intention
istoidentify it within this grouping, either ethnic,
racial--it mght be geography--for all sorts of reasons.
You know, you are trying to highlight environnmental issues
possibly there. It may be a conveni ence sanpl e that m ght
have geographic inplications, you know, inplications for
people living in that community.

So | think we need to be open. | nean that is
why, again, in the sanple where | handed out the papers,
the question of, you know, whether doing the study about
breast inplants in Anstead County mght not qualify here
as the community. Wile they, you know, nmay not have any
geographic or racial, you know, you mght find out
sonet hi ng about A nstead County residents. They have
breast inplants at a much higher rate than anyone el se, or
a lower rate, or sonething.

DR MJRRAY: It mght be-- | amtenpted to do
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two different things, and I guess I will do themboth
qui ckly.

It mght be worth asking what probl emour sort
of concern with comunity consultation was neant to
address. And I will just state how !l see it.

Nanely, that there are certain circunstances
under which one can inagine that, even if ny sanple had
been rendered anonynous for the purpose of research so no
one would know it was me, but nonethel ess there mght be
i nformation about sonme group or groups to which | see
nysel f bel ongi ng to, and which others perceive ne as
bel onging to, that I mght find either potentially harnful
to that group or, in sonme way, offensive to that group
even if it didn't result in harm

VW would just object toit. W mght object
toit for religious reasons or other kinds of reasons
about our views about tissue, or we mght object to it
j ust because we think those are the wong kinds of
questions for scientists to ask and, in fact, nost of the
people that are in the group I belong to seemto feel the
sane way.

That is the problem]| took it we are sol ving.
Do we agree at |least that is the problemwe thought this

was addr essi ng?
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DR EMANUEL: Yes.

DR MJRRAY: Ckay. MNow one answer | guess is
to say, well, there is no good way to sol ve the probl emso
we W ll just shove it aside. That is one solution. That
is not one that | amprepared at this point to enbrace.

| would rather see if there is a way where we
can do honor to these concerns about offense and about
harm And that is what the community consultation idea is
an effort to address.

That is the one thing | want to do. And we
have a whol e section of the programdevoted to that.

Ber ni e?

DR LQO (o ahead.

DR MJRRAY: The other thing is just | want to
know i f we have sort of reached the point where we have at
| east agreed on the structure--the franework as he calls
it--where we can nove on.

Maybe what we should do, if we have reached
sufficient agreement on that, we can nove on to the
question of community consent a little ahead of the
schedul e, and then cone back to the structure and see
whet her or not we want to have this distinction between
harm and no harm

DR GREIDER So agree on the structure, but
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don't agree on whether there is four boxes there or six

basi cal | y?

=

MJRRAY:  Yes.

=

GREIDER  There will either be four or
Si X.

DR MJRRAY: Yes.

DR GREIDER So we have agreed on the top
part of the structure.

DR MJRRAY: Yes.

DR GREIDER But not the--

DR MJRRAY: There is one distinction there
that we haven't-- W haven't-- W haven't decided
whet her we are ready to enbrace.

DR GREIDER Exactly.

DR MJRRAY: Is that an adequate perception of

where we are? Ckay.

Let us-- W have a break scheduled in 20
mnutes. Are you-- Do people feel the need for a quick
break now, and we can pick up community-- | see yeses.

Al right. Let us take areally-- W are going to have
Carol's comrent and then we are going to take a really
brief break and then cone back.

Carol ?

DR GREIDER Can | just nake a pl ea because

84
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we are going to be discussing this again. Can we nunber
t hose boxes--can we go one, two, three, four, five, six--
with ny pen so that we can di scuss the boxes.

DR MJRRAY: Only if we do it randomy.

DR GREIDER No. | want to--

DR LO Do it one, two--

DR MJRRAY: No. | amgoing to nake a
suggestion as to howto do that.

Ckay. W are going to take a brief break.
Five mnutes. See you back here. Carol?

(Whereupon, at 9:21 a.m, there was a brief
recess.)

DR MJRRAY: Hisa E sman(?) was good enough
to distribute a reprint of an article about stored Quthrie
cards, DNA banks, for the comm ssioners. Thank you,

H i sa.

VW are going to talk about the idea of
community consul tation/consent right now And in |ess
than a mnute | amgoing to turn it over to Bernie Lo who
will chair this part of our neeting today.

| want to nention that the issue of comunity
consultation and consent is-- Not only is it not unique
to the subcoomttee and the FDA, it is not unique to the

subcomm ttee and t he conm ssi on.
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| mean, there is a paper on community
involvenent in research that--that is in draft now,
gather--that the human subjects research half of the
commssion is working with, and | have been assured that
we can have at |east a draft of that paper in advance of
our next neeting in January.

So it is inportant here to let the-- | don't
want to characterize one of us as the right hand and one
of us as the left hand, but let the other hand know, each
hand know what the other hand is doing on the conm ssion.

So it is, as Zeke pointed out, it is not
uni que to our problem the concern about comunity
i nvol venent in research. Thank you very much

Ber ni e?

D SGUSSI ON GF GOWMUN TY GONSULTATI ON

BERNARD LO M D

DR LQO Ckay. Thanks, Tom

The next section is going to try and deal with
these difficult controversial issues of comunity that we
were starting to touch on before the break.

And | just want to start by saying that this
is an issue that cones up in a lot of research, but it
seens to nme has particular inportance for genetic research

because | earning genetic information on an individual also
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gi ves you sone information about |arger groups |ike
relatives and famlies.

There is actually an interesting sort of
exanpl e of concerns about the inpact of research on the
community, even when individuals mght not be
identifiable, and that is clinical research on HV and
AIDS, where very early onin the AIDS epidemc it was
clear that this was an epidemc that disproportionately
affected communities, in sone sort of |oose sense of the
term first predomnantly gay nen, honosexual nen, and
then, later in the epidemc, both geographical and
ethnically targeted coomunities in the inner city.

The risks were clear. Early on, there were
risks of both stigma and very real discrimnation in terns
of loss of jobs, housing, education, and the like. And
very |l arge concerns that individuals who were identified
as being nmenbers of that group m ght have ot her
characteristics ascribed to them the thought that they
m ght be infectious, contagious, or whatever.

W touched on a nunber of issues before the
br eak:

Who is the comunity;

What do you do if the comunity in New York

di sagrees with the community in San Franci sco;
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What do you do within San Franci sco when this
part of the city disagrees with that part of the city;

Wio are the | eaders; and,

If you wanted to talk to community nenbers,
how do you actually do it?

One thing that | think is inportant to keep in
mnd is that the kinds of studies that we are tal king
about in HV tend to be prospective clinical trials, where
you are testing a new drug or conbination of drugs. And I
t hi nk what has happened is that the real power of the
comunity is in tal king about the design of the trial sort
of before it is initiated. And kind of the power is not
whet her they give fornmal approval to the protocol or not,
but it is their ability to sway public opinion.

So if respected voices in the community say
that they have serious reservations of a trial, that wll
really cut down on the willingness of individuals to
enroll in the trial so, even though they may not formally
sign-of f or consent--1 guess in Larry's terns--they
actually have a sort of | wouldn't say de facto veto but
sonething getting close to that.

Over the | ast decade there has been a | ot of
energy put into community consultation collaboration with

representatives of the community in the actual planning



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

and design of clinical trials in ADS. It has not been an
easy process. FEarly on, | think it was extrenely tine
consum ng and enotionally grueling. Lots of nane-calling,
shouting, vegetables thrown at people at neetings, and the
like.

But | think in that-- And no one could have
predicted at the onset how you would design it. | think
it was sonet hing that evol ved over time as people tried to
deal with one study and then another study and began to
get a feel for who the other players were. And, | nust
say, | think alot of the AIDS activists got very well
informed on sone of the technical details of the science.

W are very fortunate today to have Jack
Killen, who is the Director of the Dvision of AIDS at the
N Al D

H s group has oversight over the AIDS dinica
Trials G oup and the community consortiumthat do carry
out the large publicly funded cooperative col |l aborative
AIDS trials. And their group has had a | ot of experience
with community consultation and trying to both understand
community's concerns and address themin the design of the
st udy.

So | asked Jack, and he was graci ous enough to

cone to share his experience in terns of howthis is done,
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what wor ks, what doesn't, what sone of the pitfalls are,
what sone of the benefits are, and then | think we shoul d
have a pretty interesting discussion afterwards.

Jack, we are delighted that you coul d corne.

JON Y. KILLEN M D

DRECTOR DIVISION GF Al DS

NA D

DR KILLEN  Thanks very much, Bernie, and the
other comm ssioners. It is a real pleasure for ne to be
here. | really junped at the chance to do this--there is
no graci ousness about it--for sort of two reasons.

One is because | think we have actually a
pretty remarkabl e experi ence now of the | ast decade, which
| firmy believe is exportable, and the other reason that
| aminterested i s because we have a huge investnent in
prospectively coll ected speci men banks, so there is really
two reasons for ny wanting to be here.

And then, having sat through this discussion
this norning, | nmust say | envy you all in sonme ways
because | can't inmagine that anybody pl opping into ny day
would find it anywhere near as interesting as | found this
norni ng' s di scussi on al r eady.

| ama little off ny turf on this and so | am

feeling a little disconnected fromthe discussion that you

90



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

91
have had, but what | do have | think are sone thoughts
about a nodel that has operated in HV research

| can't pretend that everybody woul d agree
with the nodel as | amgoing to present it, which is one
of the features | think of this beast, but |I think it is
pretty close.

Berni e asked ne a few questions, which |
actually found is a useful franmework for sort of
structuring sone comments. He specifically asked ne:

Is it helpful froma scientific point of view

Is it feasible;

Does it allay public concerns;

What are the pitfalls; and,

Wiat are sone of the | essons that coul d be
| ear ned?

| would like to go through those quickly and
just nmake a few comrents about each one. But first naybe
spend just a couple of mnutes tal king about what it is
that | amtalking about.

The-- It is really actually-- | cane here.
| wal ked here through the tunnel fromthe other Marriott
across the street where right now today the AIDS dinica
Trials Goup neeting i s going on.

It mght have been a really interesting thing
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to do for you all to have a field trip this nmorning to go
see the ACTG neeting in progress because what you woul d
see i s probably about 15 percent or 20 percent of the
peopl e at the neeting being of community origin,
participating fully in the process of this research
meeting, which I think is one of ny sort of global points
about all of this.

And that is that | think at the end of this,
when the stories are witten, what will have cone out of
our experience in HV disease is a somewhat different
par adi gm of doi ng research where, rather than the notion
of researcher and subject and sonebody needi ng to protect,
we have taken probably a first and very crude step toward
creating a partnership.

| think it has not, by any stretch of the
i magi nation, been a perfect partnership. It has been
really rough. It has been very personal. It has been
very nessy and so forth. But | think at the end of the
day that may be-- | would be-- | wll be wonderful if
that is where it | eads.

The second thing is that | think invol venent
of community--the second bottomline point--is that

i nvol venent of community is essential. The net benefit

has far exceeded the costs. And | can't inmagine now, from
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where | sit, doing clinical research any other way than
i nvol ving the community.

So the nodel that we have basically is-- |
W ll just use the AAIDS dinical Trials Goup as a
pr ot ot ype.

The fact that we have comunity invol venent
grewout inthe md- to late-'80s when there was a | ot of
ani nosity, dissension, distrust of the governnent
apparatus, frustration at the slow progress that was seen
to be being made, a kind of an in-your-face attitude on
the part of many, the activist comunity, that, you know,
"You guys can't do this research, so we wll show you how
todoit."

There was confrontation. And basically what
they were demanding was a seat at the table; to
participate in the research planni ng and execution
process. There was a |ot of resistance on the part of a
| ot of people, but a few folks with some vision said,
"What is the big deal? Wy not allowthemin to the
process?"

And what was created, w thout going into any
of the detail of it, is a systemwhere, as | alluded to
just a couple of mnutes ago, representatives of the

community of participants in the research studies are a



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

part of all of the process, fromconceptualization of

i deas through the design of the studies, their execution,
recruitnment at a coomunity |evel, analysis, and everything
i n between.

Alot of what we do is multicenter trials.
The individual research sites each have what they call a
comuni ty advi sory board, which consists of individuals
drawn fromtheir |ocal community--whatever that is--and
t hose comunity advisory boards theoretically are supposed
to meet on a very regul ar basis.

And | will talk about what they do in just a
nmonent, and answer any one of Bernie's questions.

There is al so, above that, if you will, or
aside fromthat, what we call a comunity constituency
group which is, at least in part, drawn fromthe
menber ship of those |ocal comunity advi sory boards and
sort of serves in the capacity of working wth the bigger
nmul ticenter cooperative group

The community people are fully vetted nenbers
of all of the coomttees of the cooperative group. The
executive coomttee has two comunity people sitting on it
right at the table. And all of the other research
commttees and execution conmmttees have comunity

representatives.
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| probably don't need to go into any nore of
the detail. |[If you have questions about it-- It mght be
nore useful to talk a little bit about what they do.

| think then, to nove on to the questions that
Ber ni e proposed to ne:

Is it helpful froma scientific view? Yes.
Unequivocally in a |lot of ways.

There is a "but" that | will cone toin a
m nut e.

There is a lot of different kinds of ways that
we see that this has been hel pful. On occasion ideas of
sci ence, ideas of studies that need to be done enanate
fromthe community that don't emanate fromthe scientists.
But there is a lot of other areas where the comunity
participation has enriched the science.

Asking us why we are not collaborating with
this other group of people doing behavioral research, and
forcing that collaboration, if you will, when it woul dn't
be a natural act. Providing--

Particularly inportant--Bernie alluded to just
a mnute ago, which is kind of alluding--is providing
i nput on studies and helping in the study design up-front,
but al so forcing the question of why are inclusion

criteria so narrow, listening to the community's needs and
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desires. Helping sell studies in the community is a very
inportant thing for outreach, to help accrual retention,
if the community understands it.

| think the key in this--nmaybe the biggest
thing that sort of goes out of the particulars of HV
research--is the transparency that we have tried to
create, which | think is a really key word.

The openness, the trying to deal with the
questions of mstrust by opening the process and sayi ng,
"Here it is. There really aren't any secrets. St down
and | ook and be a player with us in this." That kind of
transparency of the process is very helpful in getting the
sci ence done.

There has been a | ot of other sorts of things
that have spun out of it--changing policy. Inclusion of
wonen of childbearing age in antiretroviral studies is
sort of one exanple. Challenging us all the tinme on why
are you doing things that way. Challenging the status
quo.

It is incredibly val uable to have peopl e who
are not in sone way--and | don't nmean this in a negative
way, as it mght sound, it is just a statenent of fact--it
is incredibly valuable to have people who don't have a

stake in the research other than the know edge asking
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questions about why things are being done the way they are
being done. And | think that gets back, in | arge nmeasure,
to the transparency of the process and the buil ding of
trust.

And then the other thing that has happened is
t hat peopl e know each other. At l|least in our environnent,
that sort of grew out of an adversarial relationship--very
much adversarial--it beconmes very difficult to denonize
peopl e when you get to know themas people. And that
wor ks both ways; the researchers and the activists. Wen
you begin to know human beings, it is much harder to read
nefarious intent.

| think there is a "but" in this that is
inportant to put on the table. In our experience, | think
communi ty perspective can be sonewhat short-sighted, or
short-sighted froma scientific perspective.

Early on the drive, early on in our thing and
inall of this--the activists--the push was how nany
patients do you have on trials? In other words, how nany
peopl e do you have getting drug, rather than what are the
studi es that you are doi ng?

So the goal kind of became, you know, get a
| ot of people in study instead of do the best possible

science that there is to do. That is not a problem at
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this point. That was a transient thing.

| think there has been a |lot of really
remar kabl e stuff happen in terns of accel erated approval
of drugs. That has come w th sone cost of know edge and
information about |ong-termfollow up, and we are finding
ourselves in a quandary today about |ong-termfollow up of
sone of the reginmens that we are using for therapeutics
for treatnment. Not that that is bad. Not that it was
wong. But it is just a statenent of fact.

And then, finally, | think the community does
not have all the answers. The comunity does not have all
the wisdomthat needs to be applied. They have a
perspective which is part of a multidisciplinary effort.

| think it is practical, very definitely. As
| said, | can't inmagine-- And | think you have to be
i magi nati ve about how you conceive of it, but it is very
definitely-- Practical could be done in other
Ci rcumst ances.

There can be difficult transitions. It is
costly in tine and noney, particularly tine | think. You
have to invest nore tinme in education and you have got to
wat ch your |anguage. You have got to, you know- Not so
much wat ch your | anguage as watch your jargon and pay

attention to it and translate into English, or educate
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peopl e about the words that you are using.

And that works both ways al so. That works
both ways. Al this works both ways. | don't nmean to
sound condescending. | hope | don't.

There have been sone really fascinating
exanpl es about ethical questions that have conme up, and if
you are curious about themwe can go into them The ACTG
076 Trial was a perinatal transm ssion study, placebo
controll ed, that gave AZT to nothers and pregnant wonen
and proved disruption of transmssion fromnother to
i nfant.

There was an enornous anount of controversy
about that study at the start. There were-- Meetings
were disrupted and stopped by protests and so forth. But
ultimatel y what swung the study was community stepping up
and saying, "This needs to be done." And particularly the
community of wonmen nost likely to be the participants in
t hat study.

More recently, we have dealt with a
thalidomde trial, and inclusion of wonen in a thalidom de
trial, wonen of childbearing age in a trial of thalidomde
for aphthous ulcers, which is a conplication of HV
i nfection.

| alluded a little bit ago, in the first
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session this norning, to a nore recent comunity
consultation on this business of creating imortalized
cell lines froma prospectively foll owed cohort of
individuals. That sort of seened--

Wen the idea cane up, it was a sort of a
scientific nobrainer. | amnot sure that is the right
phrase but, you know, it was obvious it was the right
thing to do froma purely scientific point. It was--

It cane up at exactly the sane tine as Dolly
t he sheep and, you know, there was all this-- There was |
t hi nk some concerns on sone people's part that the
di fference between creating an immortalized cell Iine and
cloning, and all that--

What we did was go to the comunity advi sory
boards and the Milticenter AIDS Cohort Study and talk with
them about it, and got a | ot of reassurance that, yes,
that was the right thing to do. It just felt good.

And | think that is a different kind of a
nodel for going back retrospectively, for going back and
getting consultation on an issue that is problematic and
difficult, but doing it on the material that was collected
retrospectively froma fraction of the cohort that the
material was collected from

| think it is workable, and that particul ar
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case may be a little nore germane to sone of the
di scussion that we have had here this norning.

There are a lot of pitfalls. It is work. It
is uneven. There is-- There are concerns now | think
t hat many peopl e have that we have created professiona
activists. W have created an activist industry in AIDS
that now cones with its own agenda and its own set of

politics which are sonewhat renoved fromthe grass roots,

if you will.

| amnot sure that that is an inevitable--
amnot sure that that is accurate. | don't know And I
amnot sure that it is-- It certainly is not inevitable.

The other pitfalls--what has been tal ked about
this norning--what is coomunity? Cbviously in HV disease
we have dealt with ethnic communities and ri sk communities
and so forth. But even within the sanme city there is ACT
UP San Franci sco, and ACT UP Golden Gate, and they are
basically at their throats nost of the tine with vehenent
di sagr eenent s.

| think-- Wat are sone of the | essons that
m ght be useful? | think | can easily envision a nodel
where comunity consultation is very hel pful in allow ng
you to take the leaps of faith, if you will, that Zeke

tal ked about this norning, where you can't-- | don't know
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that you-- | don't know that you can go and get consent.

But you certainly can go and get either
consensus or a very good feeling for whether an issue is
probl ematic or not by consulting with the comunity or
nore accurately maybe, or better or even nore optimal is
the ideal of trying to discuss with community in
partnership. | think consultation inplies, may have an
inplication that is a little nore paternalistic thanis
per haps i deal

The second lesson is that you can't please al
the people all the time. And there is going to be
di sagreenent, and this is alittle nessy, but you can
certainly get a good flavor for what is going on

And then the third thing | think is that
comunity, whatever you do, it has to be linked in sone
way to the research. It has to be peopl e who have a stake
in the research and ideally you would like it to be
participants in the studies.

VW have actually had systens evol ve that that
is not the case and they are not directly stakeholders, if
you will; they are not directly fromthe community, but
they call thenselves community and there are probl ens
there. There are perhaps other things that mght conme up

Bernie's final question was will such input be
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possi bl e when a community is not informed or organi zed or
active? | think, yes, very definitely yes. It is very
possible. It is very achievable and can be done. It

m ght be harder

VW have had a little bit of flavor of that in
trying to organi ze community input around vacci ne research
where the prevention constituency is not nearly as well
organi zed as the treatnent constituency, not just in AIDS
but everywhere in our world.

Onh the other hand, it mght be easier to do if
you didn't have the dynamc of confrontation or m strust
as such a promnent feature, so |l amnot really sure which
way it mght go.

But those are sone comments off the top of ny

head.

DR LO Ckay.

DR KILLEN Thanks for the opportunity to
of fer them

DR LO Are there questions?

DR EVANLEL: | have a questions and foll ow
up.

(ne is you tal ked about a probl emwhich we
have been confronting and bangi ng our heads with, which is

what happens when you have a lot of different groups? Wo
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is the legitinate political |eadership you gotoin a
comunity? And what do you do when you have di sagreenent,
as you suggested there is in a variety of spots?

And | think this is--1 mght preface ny
question by saying, in sonme sense--I think this is
sonewhat separate because it goes to a lot of the details
of the processes for community deliberation, consultation,
consent --whatever we are going to end up calling it--and
those nmay be different things actually.

DR KILLEN It is hard. W have lots of
different groups in AIDS and HV. You have to nmake an
effort to include them You have to nake an outreach kind
of an effort to include them

If you went over to the ACTG neeting this
nmorning, | think you woul d see, anong the community
participants, you woul d see a conscious effort to be
inclusive not in the sort of Noah's Ark way that
commttees, you know, two of this and two of that, and
federal advisory coonmttee sort of |aw sort of approach,
but much nore--

One of the things that we did was actual ly
sort of charge the community people. And they enbraced
this charge so it wasn't like, "You do it," but said, "Be

inclusive, find people, go out and recruit other



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

105

comunities." And so it is not-- You ask the comunity
for help in defining the rel evant community and you ask
themfor help in recruitingit.

It takes a lot of work. It is a lot of work.
Wen there is di sagreenent, you deal wth di sagreenent
i ke you deal with disagreenent in science, or any other
field; you do your best to conme to some concl usi ons about
what is the right answer. You have in place a nechani sm
for maki ng the deci sions.

And | think people usually respect, if they

have had-- | think the big thing is that people respect a
decision that they feel |ike they have had an opportunity
to provide their input intoit. |If thereis a well-

defined process for that input being gotten; that that is
the real issue.

The di sagreenent happens in everything you do
and | don't think-- 1 don't see it as any different
fundanmental ly. The community is not right all the time.
That is the inportant point. The scientists are not right
all the tine.

DR EVANLEL: | think I would second that. |
think, to sonme extent, we are constantly being confronted
by the question of, you know, what if there is not a

unanimty or consensus? Vel --
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DR KILLEN  There won't be.

DR ENVANLEL: --you know, in our political
system we don't have it all the tine and it doesn't grind
to halt. | nean, we have a systemfor dealing with it.

(Laughter.)

DR ENVANLEL: Well, speaking | oosely here in
Washington. | think it is a bogeyman. ne shoul d not
expect unanimty. That is the not the standard.

DR KILLEN It will not be.

DR LO Ton?

DR MJRRAY: This is terrific, John. Thank
you. It really helps ground ne in what | think is
probably the richest experience we have in, as far as |
know, in human subjects research and trying to involve
comunities. And | amstruck with admration and
gratitude.

But 1| amalso struck with the disanal ogies to
our situation. And let nme just |ist sone of themand see
if you or other nmenbers of the conmm ssion can help ne
t hi nk t hrough how we can apply sone of these things that
you have | ear ned.

You have an active and inforned comunity.
And a sophisticated community has becone increasingly

sophi sticated about the research that is to be done.
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Furthernore, you have a kind of natural, if you wll,
sanction or power on the comunity's part; that is, they
can sinply decline to enroll in one of these clinical
trials. Rght?

DR KILLEN  Unh- huh.

DR MJRRAY: So it flows pretty well. If the
comunity | eadership says, "This stinks," the word gets
out to the comunity that is sophisticated and wel |
networked and the word is, "Don't participate in this
trial,"” and people don't participate in the trial.

Wth one exception that I can think of, namely
famly pedigree studi es where you nay go back repeatedly
to famlies who then nay becone sophi sticated about
interacting with researchers, with that aside--and that
may well be identifiable in all cases anyway--that those
things | think are untrue, by and | arge, of the cases we
have been thi nki ng about .

Were you are dealing with tissue sanpl es and
t hey have been col | ect ed decades beforehand, where they
are being anonym zed, where it nmay be that the comunity
of interest, which may be difficult to define in the first
pl ace, has sort of little sophistication and little
continued interaction with researchers and, in fact, no

good way to--no sort of natural sanction--no way to say,
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"W refuse to enroll." Here are the issues. That we give
the community a kind of veto over it.

Now, | want to figure out how to nmake all the
di sanal ogi es go away, but | have to-- W have to--

DR KILLEN | think, to the extent that there
is an AIDS comunity, which there isn't, | think it is--
but there are a lot of them in fact--it is probably also
not a valid generalization that the comunity is well
inforned; that, you know, that-- What we saw- -

Let ne answer it a different way. | nean,
what happened was that the community that got this bal
rolling was the gay white nmen. Early on in the epidemc,
other communities were not interested, they were very
poorly informed about or, maybe nore accurately, they had
a conpletely different set of priorities than research

Their priorities--the mnority comunity; the
African-Anerican fermal e community's nain i ssue--was access
to health care, and all other issues were basically, you
know, not gernane.

| think it has required education to raise the
| evel of the commnity, but you can doit. So | don't
accept the fact that the AIDS community is informed and
active. It is partly. It is alot nore infornmed-- | am

sorry. It is alot nore inforned than it was sone tine
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ago. | think it is not a good generalization.
DR MJRRAY: You under st and- -
(S mul t aneous di scussi on.)

DR KILLEN And it requires education and

out r each.

DR MJRRAY: You understand | amglad to have
you show ne that ny concerns are not-- And | think you
are right. | guess what | had in mnd were those peopl e

who tend now to be brought into your neeting; they have
gotten pretty sophisticated about how research works, |
assune.

DR KILLEN Yes. Yes. That has been one of
t he huge val ues.

DR MJRRAY: That could al so happen in these
tissues, couldn't it?

DR KILLEN Absolutely. Absolutely. It
m ght not be the people who contributed the naterial, but
it could be people of a simlar ilk who could provide
advi ce, assurance, tell you, "Yes, that nmakes a | ot of
sense. |If | had donated that, | would really want to be a
part of-- | would want that study to go on,"” or, "I want
that infornmation now "

DR ENVANLEL: Maybe the active verb there--

gotten inforned--is the right issue. That they didn't
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necessary start out, but the process in part hel ped us.

DR KILLEN Yes. Even, you know, even the
starter coomunity had to get inforned. And then the
active involving themin the process is what has created
the informed comunity.

DR LQ Carol, then Trish.

DR GREIDER M question was answer ed.

M5. BACKLAR Isn't that alittle bit of
concern. There was a sentence you had about selling
studies in the community. | ama little concerned about
that. Perhaps a conflict of interest when one is selling
the work that one is doing.

DR KILLEN | neant that. | don't know how
t hat was heard.

(Laughter.)

DR KILLEN | neant that in the sense of
hel pi ng recruitnent.

M5. BACKLAR But | amalso alittle--
understand, in a sense, this is a kind of speci al
community who were very eager to be recruited. You also
nmade that point.

DR KILLEN | don't think that that is
necessarily the case.

M5. BACKLAR It is not?
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DR KILLEN | think that nost of the
communi ti es who have been involved in HV research, on the
contrary, are communities that traditionally have been
di senfranchi sed fromthe health care systemand the
scientific establishment, so the process--

What | neant to say was that the process of
educating representatives of the community, about what the
research is about and what it is trying to acconplish and
howit is going to do it, has been extrenely valuable in
openi ng up what is going on and hel pi ng the studies get
done.

The infornmation exchange frompeers, in this
case, is extraordinarily inportant. Wen you are reaching
into a comunity where there is mstrust, peers have
vastly nore credibility than the scientists who you don't
trust, and that is really all | was trying to say.

The creating mechani sns of outreach to help
the research get done is extrenely val uabl e when you are
beginning with a dynamc of mstrust, but what it nmeans is
that you have had to educate people to becone part of the
pr ocess.

Am | addressing- -

M5. BACKLAR R ght. But | amalso thinking

about the fact that nmany people in this group may have
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felt that they woul d get better care in a research
pr ot ocol - -

DR KILLEN | amsure.

M5. BACKLAR --than they woul d have outsi de
of a research protocol, and that is sonmething that we are
quite concerned with in research generally.

And Ruth Faden's(?) commttee certainly
poi nted that out; the therapeutic m sconcepti on.

So that there are some dangers that, sone of
the words you spoke alerted ne to, that one would have to
consi der when one is educating a community in terns of
resear ch.

DR KILLEN Yes. | think | don't see it so
much as sort of educating the activists to go out and be
recruiters as nuch as the fact that you have invol ved t hem
in the process, up front and all the way through, nakes
t hem val uabl e partici pants and nakes the process of
getting the research that you have designed with their
hel p done nore qui ckly.

Are you co-opting people? Yes. To sone
extent. But that is not a bad thing necessarily.

DR LQ Larry, then Steve.

DR MIKE | guess this is nore directed to

t he peopl e on our panel who are know edgeabl e about
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resear ch.

How representati ve can this process be? Are
we-- Wien we are | ooking-- Wat we are tal king about is
a sustained research effort in our community, however one
defines it. How representative of that is this in the
area that we are looking at? Are we dealing wth one-shot
deals, or are we dealing with sort of a whole research
agenda around a particular comunity?

DR EMANLEL: | think it nmuch depends upon the
research questions. But let us just focus in on-- |
mean, the BRCA-1 case is, you know, you nay go into it, or
start out thinking it is a one-shot deal, but in fact the
point is, if youidentify it within a community, it is
unlikely to be a one-shot deal. Rght? It is unlikely--

| nean, one of the | think retorts to Toms
question is usually these kinds of studies | think,
especially if they are positive, end up being part of a
| arger research agenda which inevitably invol ves goi ng
back to that community and working with them over al
sorts of issues that spin out of the research

| nmean, | think, you know, when we think about
the rel evant communities, yes, it is definitely possible
that some of the research could be a one-shot agenda,

whi ch woul d make all this effort necessary to comunity
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bui I ding seemvery inefficient, very nuch of a waste.

Oh the other hand, if it is part of a bigger
research question, where a positive finding in the
comunity nmeans that you are going to be involved with
t hem over a prolonged period of tine, you know, this may
just be the start.

DR GREIDER But that is not necessarily the
case, right?

| ama researcher sitting at University X and
| amjust interested in a particular gene and | want to
get, you know, 100,000 people and test themfor that, and
then | amnot interested in follow ng up on the comunity.

DR EMANUEL: R ght.

DR GREIDER Does that nean that | then am
drawn into having to be involved in that comunity in an
ongoi ng process? | mean, it is-- One question, | think--

DR MIKE Because it is the ongoi ng process
that | think has been what has been worthwhile. | nean,
you say that they have gotten nore sophisticated, you have
gotten nore invol venent as time goes through so, yes, and
| amlooking at that versus inforned consent or
participation.

| don't see how you can get inforned consent

if it is-- Especially-- Even in a group such as yours, |
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don't think you could get inforned consent in the early
stages because it was nore a question about just |earning
about what the process was.

Does that hel p?

DR KILLEN Cnh, | amnot sure | understand.

DR MIKE Well, | don't see how one can get
informed consent in the front-end of a process where, as
ti me goes by, you get nore and nore know edgeabl e about
t he whol e research enterprise around the question, so it
is nore like an introduction into the issue at the
begi nning than truly knowi ng what is going on and gi ving
i nformed consent, however one defines a commnity.

DR KILLEN Yes. | don't think that | woul d
portray nost of what is going on here as informed consent
nearly as much as--

DR MIKE Wll, that was ny point.

DR KILLEN --consultation. And consultation
and- -

DR MIKE Wll, that is exactly ny point,
where what we have been tal king about is the participation
rather than a sort of like a yes or no kind of thing.

DR LO Wll, | think--again, to go back to
the exanple--1 nmean, it may well be, if you tal ked to some

nmenbers, sone representatives of the group fromwhich the
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sanple is gathered, they would say, "Dr. Greider, we have
no problens with that, you know, no problemat all; go
ahead and do it," or they may say, "Athough the |ast
person had no problemwith it, we think there are sone
things very different about your protocol that we woul d
i ke to discuss further.”

| think I would agree with you, Larry, that I
amnot sure that-- | nean, in a sense, fornally, as |
understand it, FDA' s representatives are part of each
conmmttee and they participate fully, but they don't
necessarily have--any one of them-a veto power.

| nean, their ideas are heard and sort of
taken into account but, you know, there are scientists or
ot her people in the comunity that al so have votes and
they coul d be out-vot ed.

DR KILLEN Yes. | nmean, | really conceive
of this as the participants in the study have an expertise
that they bring to the table which is as valid, but no
nmore or less valid, than the virologists and the
statistician and the data manager in the planning of
research. | don't knowif that gets to--

DR LO Do you want to--

MR HOLTZMAN  Just take Carol.

DR GREIDER | just want to-- You nade a
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statenent in your discussion of your experiences. You
said you have to have a mechanismin place for nmaking a
deci sion, and discussing the fact that there is ACT UP San
Franci sco and ACT UP Golden Gate, but there is going to be
sone di sagreenent within the community.

What ki nd of nechani smare you tal ki ng about
if we are not tal king about a consent?

DR KILLEN Well, it could be a lot of
different things.

There is a process within the AIDS dinica
Trials Goup that decides whether or not to go with a
study or not.

(ne coul d i magi ne the fundi ng, the process
that is the funding of a grant to be the process of
deci sion. You include comunity consultation in the input
into the design, but it leads to the decision to fund the
grant and do the study.

Those are just two things that pop off of the
top of ny head. That is what | neant.

DR GCREIDER Because we had di scussions
around the table--1 think what Larry was referring to--
about a possible veto fromthe comunity and how you coul d
do that, which is very different than what you

characterized as input fromthe comunity | eading to them
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inputting into a decision-maki ng process that then says go
ahead or don't go ahead.

DR KILLEN Yes.

DR GREIDER It is a different structure than
a veto fromthe comunity in sone ways.

DR KILLEN | think, at least in our
experience, when you hear a veto, for the nost part when
you hear a veto it is a de facto veto that is pretty

obvious. And | don't know

| don't-- There is sonething about this that
| amnot-- | feel like | amnot connecting with in sone
way.

DR LQO Jack, it may be that sone peopl e nmay
be t hi nki ng- -

REPCRTER  Your m crophone, pl ease?

DR LQ Sone people may be thinking that
community participation is another |evel of approval that
you have to achieve, so that you go to the IRB, or you nmay
have to go to the IRB, they nay have to approve it.

But one nodel is that you then have anot her
sort of comunity approval process you actually go
through. And the specter that mght raise for researchers
is that, you know, it is just another roadbl ock that they

have to go through--
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DR KILLEN Yes. No. Absolutely not.

(S mul t aneous di scussi on.)

DR LO --and you say that is not.

DR KILLEN Absolutely not. No. No. They
are participants in the process. |If you were doing a--
If you were doing nmultidisciplinary research, they would
be another discipline at the table. The comunity
discipline is another discipline at the table.

DR GREIDER Yes. But, again, if we take the
exanpl e of BRCA-1, where, you know, I amjust interested
i n studyi ng nmechani smof di sease and now there is this
community; that 1| amgoing to ook in the Ashkenazi Jew sh
community. They aren't involved in ny research in any
way. It is not like they are already a participant. And
so |, you know, define this group of people and it is a
rel atively honmogeneous group where | could actual ly get
information from

So how am | going to go about beginning to
involve them to ask for comunity input into this study
of genetics?

DR KILLEN | can only answer in a generic
sense. You go to the community |eaders and talk with them
about the characteristics of the coomunity and you find

the best ways to reach into that community. That is a
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qui ck answer. It nay--

DR GREIDER So it is an additional thing?

DR KILLEN | amsorry?

DR GREIDER It is, as Bernie just
characterized it, an additional-- There is the IRB
approval and then there would be this community consent.
So, inthat case, it really is an additional--

DR KILLEN | think comunity. | don't Ilike
consent. | don't like that word because that is not how
it operates. There isn't an approval veto node. But
there is--

DR GREIDER But consul tation.

DR KILLEN Go back-- Let ne go back to the
exanpl e that we had. Just there is a repository of
material fromthe Miulticenter AIDS Cohort Study that
peopl e have contri buted--every six nonths, cells and bl ood
and tissues and so forth--to.

Sonme of the nmaterial there was bei ng exhausted
by requests for sanples to do genetic research on, and the
i dea cane about that it would nmake sense to create
immortalized cell lines so that at | east the DNA woul d be
renewabl e, and we woul dn't have to worry about exhausting
t he val uabl e speci nens, could save the valuable stuff for

non-renewabl e things, et cetera.
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| can easily inmagine that, even if the
community advi sory boards were not in place, we could find
a way to carry out a consultation with gay white nen,
which is who this cohort is all about--or gay nen, not
white nmen; gay nen--that you would sit down with them
talk through what it is all about, and provi de yourself
with reassurance that you were doi ng sonet hing that nade
sense; that was sonething that these people were
interested in; that they felt shoul d happen.

But the approval process for the research
shoul d be the approval process that exists already. $So
the IRB does the IRB thing. But what you have is a | evel
of input and reassurance and building of trust and faith
in the scientific establishnent; that it is doing good.

And that works both ways. It works for you
and it works for the community.

DR LO ay. A whole lot of people want to
get in. Steve, Zeke, Tom and then Bette.

MR HOLTZMAN  When we get to filling in box
3b--okay?--at least we will be potentially conposing a
situation of what happens when the consul tation provided
by the relevant community--1 didn't say consent--says, "Do
not do the study.” Yet there are a sufficient nunber of

i ndi vi dual s who woul d eventual |y agree to participate in
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the study and it would be a valid study.

D d you ever run into that kind of case and,
if so, was the consultation which said, "Don't do the
study," just positive, or was the individuals who
consented just positive?

Al ex Capron woul d ask that question if he were
her e.

DR KILLEN | don't know Alex Capron. | am
having a hard tine thinking of an exanpl e.

DR LO Wll, there are sone exanpl es.

DR KILLEN There certainly have been studies
prospectively desi gned where there has been a | ot of
controversy and a |l ot of heat. The decision was nade to
go ahead. In sonme cases the community that said no was
right, and in some cases the comunity that said no was
wWr ong.

But, again, the decision-naking process about
whet her or not to do the research operates sonewhat
i ndependently of this involvenent as--

DR MIKE Wat do you nean by right or wong
in that exanpl e?

DR KILLEN  Produced useful and inportant
information, or was a successful study. So when | said--

Is that what you nean? Does that answer--
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MR HOLTZVMAN  You see, in the case of AIDS
if we are talking about a drug study, you rmay be able to
get sone objectivity there at the end by saying, "Dd | or
did I not get a useful drug?"

DR KILLEN Yes.

MR HOLTZMAN Wiereas in the kind of study
which really brought this group together on this kind of
I ssue you are not going to have that--right?--because you
are going to have a--

DR EMANLEL: Even if you get a gene, people
coul d see that is a m stake.

MR HOLTZMAN R ght. | mean, we have got
this fundanental problem 1In an age of politica
correctness, one-- You could take a view where you are
very suspect of a group, or a group of authority speaking
for a group, saying, "Don't do that research.” R ght?

Onh the flip-side, you want to be sensitive to
group concerns and that is-- | think we have run into
t hat and- -

DR LO Wll, there is a real disanalogy here
| think because what | think what has happened a coupl e of
times in the clinical trial situation is where the ACTG
has decided that a certain study or a certain research

question doesn't cone up high enough on their list of
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priorities to be done.

But sone el enents of the community say, "Wll
we just totally disagree,” and they go off and do the
study sort of on their own. And the Conpound Q Study that
was done in San Franci sco may be an exanpl e.

But | think it is different when there is only
sort of one repository, so to speak, or one repository you
are thinking of going to.

And it is hard to imagi ne how, you know, if
you have sone peopl e who nake the decision to either
approve the study or you don't, how the nenbers of the
comunity who say, "Ch, well, we disagree with what our
community representative said and we eventual ly would |ike
to do the study," how you woul d actually manage that with
the tissue sanple, or whatever

DR KILLEN Vell, | would say that just the
nodel of consensus here | think is a good one; that it
woul d seemto work for ne at a very sinplistic |evel.

You have consensus or you don't. You know,
not a najority vote, or whatever. You have got a good,
solid sense that the community agrees or doesn't.

MR HOLTZMAN Vel |, Zeke gave a real live
exanple. In the Boston community, the Partner's G oup--

ri ght?--decided to go out and seek input on whether or not
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t hey ought to conduct the BRCA-1 and ot her genetic studies
in the Ashkenazi woren in the Boston area. And what came
back was input that said, "Don't do it."

DR KILLEN R ght.

MR HOLTZMAN And the hospital s deci ded not
todoit.

DR KILLEN  Unh- huh.

MR HOLTZMAN It probably had nore to do with
t he sources of contributions than anything el se, or one
coul d ask that question. R ght? Because now what about
the individual investigator who says, "No. | want to do
this study and there are a group of individuals who
consent and say we are happy to participate init. W
don't care what the community said."

And | amjust asking whether, if we are going
to take your experience as a paradigm-that conmes back to
Tom-to what extent have you run into these situations and
how wer e t hey handl ed?

DR KILLEN  Sonehow they seemvery different
to ne because it sounds |ike you are tal king about a
prospective study, or a study where one group of
i ndi vidual s-- You could certain construct a study where a
group of individuals consents to participate and you do

the study with them
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But, in the first case, it sounded |ike you
wer e tal king about a study where individual s m ght
participate without their explicit consent. Right?

MR HOLTZNAN  No.

DR KILLEN AmI--

MR HOTZMAN | didn't explainit well maybe.

DR EVANLEL: Well, | think the exanple is, in
Boston, they have not been able to |aunch a BRCA-1 study
because the community won't-- You know, it has been up in
arms. Now, no one knows whether that is the majority of
the people. They haven't really gone out and tried to do
it over the objections of, you know, very articul ate
nmenbers of the community.

And | guess part of Steve's question is what
do you do in that situation? O what would you-- Have
you confronted such a situati on where you m ght have sone
peopl e individually who woul d say yes but, you know, your
advi sory group woul d say, "W don't want you to go ahead
with that."

DR KILLEN  Sure. Yes.

The ACTG 175 was a very large antiretrovira
study--wi thout going into the detail s--a random zed
several-armclinical trial. A large faction of the

activists involved in the ACTG conpl eted that study. They
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canpai gned against it. They said it was a huge waste of
nmoney and resources and better things could-- You know,
all sorts of things. There were a few that supported it.

The group went ahead and did it. It turns
out, in this case, that the study shoul d have been done
because it yielded incredibly inportant and val uabl e
i nformation so--

MR HOLTZMAN But at the tinme the decision
was nmade to go ahead, in the face of that community
opposi tion, what was the basis of the decision?

DR KILLEN A scientific-- A scientific
decision, and a decision that it was an ethically sound
study. It was the sane kind of decision-making that woul d
go on-- | don't-- You know, we don't treat this process
as nore than advi sory or input.

DR ENVANUEL: Here is the other disanal ogy.
It is not clear that the results of that study were goi ng
to lead to a discrimnation agai nst the group, or

potential discrimnation. R ght?

DR KILLEN Yes. | guess.

DR EVANLEL: So, | nean, there the--
DR GREIDER Under 2b?

DR EMANUEL: Right. 3b. Yes.

DR GREIDER Under 2b.
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DR ENVANUEL: 2a probably. R ght. Sonething
like that. Whatever. To be or not to be. R ght.

DR GREIDER 2a.

DR ENVANLEL: Wich is why--1 nean maybe why- -
we mght want different kinds of standards here. You
know, you m ght not weight the objection that nmuch nore.

Can I-- | just want to nake an observation
and | think this is probably ny political science training
her e.

| mean, consent here is-- | amat fault for
using that word in introducing it.

And | think that, you know, there is a nodel
of individual consent, which is the one we are used to in
the nedi cal community, and then there is a nodel of
political consent, which is where the word originally
started, that has many different kinds of connotations and
i nplications.

And | think because, you know, we cone froma
medi cal background, a nedical ethics background, every
tine we say the word consent, we think individual consent,
sign on a formkind of stuff, whereas, when we tal k about
comunities, | think the nmuch better analogy is the
political consent, where people don't seriatimgo in and

sign of f their nanme; where, you know, you are |ooking for



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

129
sonmet hing |i ke consensus. You are not |ooking for
unanimty. And there is a decision-naking process to kind
of integrate all of this stuff.

And | think--again, | believe that I am
probably at fault for this--at least in the community
side, when we are tal king about what the comunity ought
to do, whether we want to call it consultation or
del i beration or input or consent, we need to step outside
t he box, and maybe these calls for using a different word
on purpose, the sort of individual consent to a research
protocol type nodel

And | think part of the confusion | hear in
the roomis because of those two different kind of
paradigns for the word. And | think, you know, we really
do have to put the individual aside when we are talking
about groups because there is just no anal ogy at al
there, even though the words are the sane.

DR LQO As | understand Jack, what he was
saying is that consent in the political sense is not what
he is talking about; he is really tal king about input into
a process whi ch many, nany ot her people al so participate
in, so that--

DR EVANLEL: It is political consent though,

right?
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DR LO Well, let us-- But it seens to nme
that is different than a nodel saying there are |leaders in
this community. W will go to themand they will either
agree or disagree and, if they disagree, we don't do it.

That is very different than this nodel where
there is a much larger group to which community menbers
sit at the table, but there will be many things on which
nost people at the table agree with. There nay be sone
where any one constituency will get out-voted. So
think, yes, the right termnology is--

Tom and then Bette.

DR MJRRAY: Two things |I think have becomne
clearer for ne but, after | speak, you will tell ne
whet her that is true or not.

Ohe is that, thanks to Steve's question, |
think | understand that, in 3b, nmaybe even 2b, to the
extent that people are identified and it is, therefore,
prospective in the sense that they are asked for their
consent to participation, even if the tissue had been
col l ected before, that they are asked for consent to
participate init, thenit seens to ne that the nornal
procedures of IRB review for the protection of human
subj ects are highly appropriate.

But probably not necessarily comunity
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consultation of the same kind. | amnot sure. Because
what if people said, "I want to be in the study,” and the
| RB says, you know, there is no particular harmto hunan
subjects, do we want to insist that there be comunity
consultation? That is-- To nme, | see the question a bit
differently now

The second thing that Jack hel ped ne see
clearly is that | don't--speaking personally--1 don't want
to see an additional |layer of commttee work. You know,
you get the I RB approval, then you get the comunity
approval. That is probably not a good nodel for a variety
of reasons.

A much nore conpel ling nodel is to say, |ook
if you are doing a study that inplicates comunity--and we
wll have to spell that out a little bit; what we mean by
that--that there nust, in order to even approach the I RB
you nust have in place a process for comunity
consultation, for the community has a place at the table,
prior to submssion of the protocol, much |ike what I
under stand you to be descri bing about the ACTG wor k.

That is a nodel that, at this point, I find
very appeal i ng.

DR EVANLEL: | amnot sure | understand that.

Coul d you just--
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DR MJRRAY: | wll try.

Suppose a researcher wants to do a study on
Gene X, which may be sensitive--we will put a kitchen sink
case--nmay be very sensitive in a mnority comunity that
has experienced discrimnation, that continues to
experience discrimnation.

Before the researcher goes to the I RB,
what ever we recommend woul d be that that researcher nust
consult with the coomunity, nust engage in consultation,
bring in the views of that community, mnmake sone, you know,
nodi fy the design of the study if that seens appropriate--
what ever--and then go forward with a report as to how t hat
consul tation energed. You know, the results of that
consultation. And that is what goes to the IRB for
approval .

DR GREIDER But soneone has to determne
whet her a community is at stake here.

DR MJRRAY: Unh-huh. Yes.

DR GREIDER So what if the I RB says, "Look,
a coomunity is at stake. You didn't already do that."
There has to be a way for themto have their consci ousness
rai sed and say, "Ah, right, there is a community at stake.
| hadn't thought about that." And then go forward.

DR MJURRAY: Part of that is educati on and
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part of that we are responsible for; to nake it clear what
we nmean by that so that, you know, a diligent researcher

w Il have a pretty clear idea of whether they need to take
this step or not before they go to the I RB.

Part of it will be the kind of education that
nost of us renenber; nanely, we didn't do it right and we
get sent back to do it again. That wll happen.

DR MIKE The same thing will apply to harm
or no harm

DR MJRRAY: W have to nake that call. | am
not prepared to nmake that call right now

DR MIKE No, no, no. Wat | nean is that
it is the sane thing that--

DR MJRRAY: (h, right.

DR MIKE --before you go to the IRB, the
researchers nust conme to sone concl usion whether there is
harm or not.

DR MJRRAY: Right.

DR MIKE So they are going to get second-
guessed anyway.

DR EMANLEL: R ght. The suggestion there
was--at | east ny suggestion--was that the I RB woul d have
adm ni strative decision-nmaking. D d you stick it into the

ri ght box?
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DR MJRRAY: Yes. R ght. 1Is that any clearer

now, Zeke?

DR EVANLEL: It is clearer. | amnot sure |
agree. | amjust thinking and cogitating about it.

M5. KRAMER Veéll, | amjust puzzled all

together, and | throwthis out as a question.

Does your nodel --does the Al DS nodel --real ly
hold when it cones to genetic research?

| mean, when you are tal ki ng about genetic
research, is a community identifiable or, if you do one
pi ece of research and that research identifies a conmunity
t hat was never even thought to be invol ved--

| mean, | ook what happened, for instance, when
they used the Tay-Sachs naterial and then, all of sudden,
they came up with the BRCA-1, and then they canme up with
the colon stuff. You know -

DR GREIDER But it is the sane comunity.

M5. KRAMER Vell, it is. | knowit is the
same community. But there was no-- There was no way t hat
you woul d have--that they coul d have--antici pated that
that woul d have cone forward so, you know, | nean, to ne
it is just like a--

DR EMANLEL: But | thought, Bette, we had

addressed that in the followng way. |f your research is
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going to a comunity. R ght?

M5. KRAMER R ght.

DR ENVANLEL: If you are picking a comunity
out because you suspect they have sonet hi ng--hi gher
representati ons of whatever it is--then, you know, your
research has already inplicated.

If, on the other hand, you are taking |ots of
sanpl es fromwhatever, you know, Quthrie cards--Quthrie
cards isn't a good exanpl e--from a pat hol ogy depart nent
and you are getting sone clinical data on them
soci odenographics on them and it arises fromthat that,
you know, people who seemto be Ashkenazi Jews pop out.

M5. KRAMER R ght.

DR ENVANLEL: You know, you didn't anticipate
it. You know, that is a serendipitous finding.

| think what we are tal king about in--

M5. KRAMER |s where they are at--

DR EVMANLEL: --2 and 3 are when the research
is specific, you know, a priori. It is identifying this
comunity as one it wants to go after.

| mean, how could you do consultation in a
process where, you know, you are | ooking--

M. KRAMER | guess--

DR EMANLEL: --at random sanpl es and, you
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know, sone soci odenographi ¢ characteristic pops out at
you?

MR HOLTZMAN  Yes. But how do you-- You
took that case and you said it goes in the first box; the
one you just said is that a soci odenographic
characterization pops out.

But if, and only if, you had, as part of the
phenotypi c informati on, those rel evant paraneters so, for
exanpl e, in the NHANES stuff, the guidelines they have
come out wth is that, except under extraordinary
circunstances, they won't rel ease to you those ki nds of
phenot ypi ¢ i nformati on, such that you coul d never have
that kind of serendipitous finding.

So are we really thinking about it the way you
j ust described, Zeke?

That is; that whether it will fall into a
community box is a function of you saying, "I amtargeting
a coomunity,” or is a function of the phenotypic
characterization of the group such that it would allow it
to go into a denographic--into a group--bucket?

DR EVANLEL: | don't know all the
del i berations at the NHANES group, but it seens-- | nmean
part of the deliberations | think is because there is not

any real clear guideline.
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MR HOLTZMAN  Yes. But--

DR ENVANUEL: Well, | understand but--

MR HOLTZMAN  However your thinking is.

DR EMANLEL: --sone people nmay have a
tendency to be nore cautious when there aren't the
gui del i nes.

| was thinking about it just as | stated. |If
you are going to-- | mean, parts of research are to find
sone such serendipitous findings. And | don't want to
block that a priori. That would seemto nme to be a rea
m st ake.

MR HOLTZMAN  No. | amnot saying block it.
Go ahead, Bette, | amsorry.

M5. KRAMER No, no. No. o on. Finish your
sentence now. Finish

MR HOLTZMAN  No. | nean, it seens to nme
that if | gointo do a study--let us assune it is
i ndi vidual |y anonym zed; all right?--but | amasking, wth
respect to the phenotypic information, that I want to know
whether it is wonen, what is their religious background,
what is their cultural background, et cetera, et cetera,
and then | amgoing to go in and effectively do an
associ ation study with whatever is ny finding agai nst

t hose paraneters.
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DR EMANUEL: R ght.

MR HOLTZMAN And it ain't serendi pitous.
Rght? | went in looking for that kind of association.

DR EVANUEL: But you wouldn't--

DR GREIDER You didn't know where you were
going to associate it.

MR HOLTZMAN  Ckay.

DR GREIDER Were it associates is random

MR HOLTZMAN That is fine. So--

DR EMANLEL: But how coul d you have-- Fine,
Steve. Let us--

MR HOLTZNAN  No.

DR EMANLEL: You coul dn't possibly have sone
ki nd of cormunity consultation process there because you
have no idea of what the relative comunity is going to
be.

MR HOLTZMAN  Whi ch community, right.

DR EMANLEL: | nean, you woul d never get out
of the box. You would never get the study underway there.
So | don't see how that possibly could be the process, |
guess woul d be ny reaction.

DR HOLTZMAN  Ckay.

M5. KRAMER | want to argue--

DR LQO (Inaudible.)
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M5. KRAMER | want to shift it alittle bit
right. Exactly.

| guess where | amhaving a problemis that I
don't handle to the whole notion of the discrimnation.
Al right? | aman Ashkenazi Jew. | don't feel at al
threatened by the fact that they have di scovered this
i ncreased incidence of breast cancer, and maybe it is
colon cancer as well. As a natter of fact, | feel as
though I amthe beneficiary of that.

Now it is true, if ny nedical insurance
conpany starts denying ne coverage, | amgoing to be
madder than hell, and it seens to ne that that is the
probl emwe have got to fix.

But |I consider that | amway ahead of the gane
because | know what risks are out there for ne and | can
conduct nyself in a manner that hopefully is going to
negate the greater risk. So | feel, you know, | amthe
beneficiary. And | don't understand the whol e concept of
why a group is going to be stignatized by genetic
di scovery.

DR KILLEN | think--1 nean fromny
per spective--you woul d be one of the people that | woul d
want to have sitting at the table--

(Laughter.)



10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

140

DR KILLEN --to have the research go forward
to make that case.

DR LQO But isn't the point that--you know,
this article comes out in The New York Tines--for someone
in the press to say, "Wait a mnute. You know, there are
sonme problens here that maybe we hadn't been aware of,"
but it could give us pause.

It seens to ne if you start to get that signa
then you try and do a consultation and if nost the people
say what Bette just said, "Wll, | don't agree with that
article at all. 1 think that is a idiosyncratic view
Let ne explain why | disagree with that."

Qut of that consultation, it seens to ne, you
either get a sense that people are really split and there
is very strong feelings on both sides, or you get the
feeling that nost people really agree with you and really
want this research to proceed and think it is beneficia
rather than stigmatizing, or the other way around.

DR KILLEN O even that the nature of the
m sgi vings that the people who are against it, even that
is extrenely useful information. You can be against it
for reasons, for a lot of different kinds of reasons, sone
of which carry nore weight than others.

DR MJRRAY: And sone of which may affect your
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design of the study.

DR K LLEN R ght. Exactly. Yes.

DR MJRRAY: Maybe that is one of the things
that we are nost worried about is the possibility of
wal ki ng back and getting identities, so you redoubl e your
efforts to protect privacy and strip identifiers.

M. KRAMER | don't think--

DR EMANLEL: Bette, can | just go back to
your point? You said you would be nadder than hell if
your insurance were cancell ed.

| nmean, | think one of the concerns here is,
in fact, is that insurance mght be cancelled just on a
whol esal e group level, not on-- And that is prima facie--
right?--discrimnation. Ckay?

So whet her you personally feel enpowered-- |If
the-- | nean, the whole point of | thought of those
categories 2 and 3 was--or 3 was--if the group is going to
be stigmatized or discrimnated against, or potentially--I
mean the word is potential harmnot actual harm-that is
exactly what the worry is.

You-- And | think your case actually brings
up Steve's conflict in spades. R ght? |If you
individually want to participate but the community is very

fearful of this discrimnation-- Mybe you have a great
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i nsurance policy. Mybe you are independently wealthy and
it is not going to affect you. R ght?

But the other question is, you know, we found
this increased risk for a whole series of cancers which we
hadn't seen other ways and i nsurance conpani es are goi ng
to use this very effectively tore-wite their
underwiting policies.

| nean, isn't that discrimnation?

M5. KRAMER But, Zeke, is the answer to that
then to all ow some community to i npede the research, or is
the issue to nake public policy such that the insurance
conpani es can't discrimnate?

| mean, | just think, you know, by the tine
the whol e genetic library is devised and divul ged, we are
all going to be parts of lots of coomunities that are
goi ng to be vul nerabl e probably.

DR LQO Let us go to Larry and Jack then.
think Tomwants to say sonet hi ng.

| think one of the things that has come out of
the AIDS community consultation process is that, when an
issue is raised in just those terns, the solution has not
been to stop the research; it has been to say, "Let us try
and do the research and |l et us independently try and put

pressure on insurers and enployers not to discrimnation.”
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And | think the activist communities have been
very, very hel pful in those terns saying, "V have
identified an issue; the way to solve it isn't to turn off
the research, but it is to sort of involve the comunity
in other ways to call attention to this very real problem
of discrimnation that sonme people are feeling."

Larry?

DR MIKE Yes. There was a point Bette just
nmade--one of the points | was going to make--which is that
it is an inappropriate renmedy at the wong place, if you
do- -

M. KRAMER What is? | amsorry.

DR MIKE | agree with you in the sense that
you don't, you know, the research end is not the place to
try to deal with the discrimnation

M5. KRAMER O course not.

DR MIKE But | guess the way | woul d deal
with this whol e i ssue about what are we tal king about with
community versus individual, if the individual objects, we
don't go and ask them "Wy are you objecting?" If they
obj ect, we just don't do anything anynore.

| nean, you know, like |I can say it is
because, "My noon is in the second house on that

particul ar day," and you are not going to ask, "Is that
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r easonabl e?"

But when we get to the--

DR MJRRAY: Wll, that is a good reason.
What woul d be a bad reason?

(Laughter.)

DR MIKE But when we get to the comunity
side, we are all sort of saying, "Yes, but we are not
going to take any old reason; we are trying to delve into
the reasons for it." So, to nme, that is why the inforned
consent stuff on the community side breaks down.

And | think we are all agreed that we are not
dealing with infornmed consent in that particul ar sense any
nore--right?--and we are noving toward a consultation
nodel .

But, again, when we get to our fina
recommendations, | still amsort of struggling with this
i ssue that we have been di scussi ng--soneti nmes
tangentially; sonetimes direct on--which is how common is
that situation where you have enough tine to build a
nmomentum for the consultation process versus the one-shot
deal s?

And are we going to be able to cone up with
sone recomendations again that deal with both, or are we

consciously say, in one area, there is not nuch concern on
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that side, and nmakes it nore an accunul ate process that we
have to--

DR GREIDER | personally think that the
answers that Jack gave answered sone of ny concerns about
t he one-shot deals; that there does seemto be a way that
you can go out and get at |east sonme consultation with the
comunity, even on a one-shot deal.

DR MIKE But is that-- However inprecisely
defined the AIDS comunity is, it is a coomunity. And in
these other areas | have a hard tine identifying
communi ti es.

DR KILLEN But it wasn't a community-- But
it wasn't a community when we started. You know? W
found ways to reach into it and it is a new comunity al
the time.

DR MIKE But howdid you start? You
started up with the peopl e who cane out forward and
conpl ai ned and were activists. You didn't go out and | ook
at the ones who were not conpl ai ning and not activists.

DR KILLEN Yes, we did. Actually, we did.
Because nmany of us were concerned that we were hearing a
very biased sanple of coomunity. So we did, actually, in
fact, go out and say, "V need to broaden. W need a

bigger net,"” if you will. Howdo we-- W did.
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M5. KRAMER  But, you know, maybe the | esson
to be learned fromthat is that community arose and
identified itself because of its vulnerability, and they
becane activists on their own behal f because of that
vul nerability. And in their activism they have certainly
advanced. They have advanced the treatnent of that whole
di sease.

| mean, their activismhas been very
constructive for that community. R ght?

DR KILLEN Yes.

M5. KRAMER  Trenendously so.

DR GREIDER But you are thinking about the
first coomunity that started it as--

M5. KRAMER  Par don?

DR GREIDER The community that got the ball
rolling. But what | hear Jack saying is that there were a
bunch of other communities that weren't activists to begin
with. That AIDSis not just gay nen. There are a nunber
of other comunities that are involved that weren't
activists. And he said it is possible to consult.

DR KILLEN And I think that the-- You know,
we have sort of two parallel efforts going on. W have
the therapeutics research program W al so have a huge

vacci ne research and devel opnent program which is a
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totally different comunity, if youwll. It is a
community at risk of becomng infected and--

DR LQO Injection drug users in the inner
city?

DR KILLEN Yes. Yes. And it is a
conpletely different set of people. It is a comunity
where what you are trying to nobilize is interest around
prevention, and traditionally that is not a thing that our
soci ety pays any attention to.

And we have found ways to reach into that
community. It is different. It is a very different
dynamc. It is not an activist dynamc. It is not a
beati ng down the door kind of adversarial relationship at
all.

Oh the contrary, it is-- Wll, thereis a
totally different set of things going on. So maybe that
is actually a better nodel for nmost conditions that you
are thinking about than the therapeutics one.

But what we have done is take the | essons that
we learned in therapeutics and tried to apply themin this
other very different setting.

M5. BACKLAR Can you describe that in greater
detail ?

DR KILLEN Yes. Wat we are going to be
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doing in vaccine trials is trying to recruit an uninfected
popul ation that is at some risk of infection and studying
whet her or not a vaccine protects themfrominfection.
They will have to be foll owed over |ong periods of tine.

There are all kinds of very interesting and
fascinating discrimnation problens that those people
face. Just comng to aclinic that has ADSin its nane
is problematic. People who participate in a vacci ne study
very well mght test antibody-positive so that, on a
causal screening, they would appear to be infected with
all the ramfications that that mght have for themas
i ndi vi dual s.

And actually, in some of the earlier studies,
we had rel ati onshi ps break up. W had peopl e | ose houses,
| ose housing. W had insurance cancelled for individuals
who stuck out their armand said, "I want to be a
volunteer in this study."

So that whole dynamc is a conpletely
different population, a different comunity that we are
trying to reach into to understand this research process
and becone partners init; help us figure out howto do
research in it in ways that are fair and good and ri ght
and et hi cal .

M5. BACKLAR So do you, when you are

148



10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

designing a study that this, do you try to put protections

in place?
DR KILLEN Ch, vyes.
M5. BACKLAR The kinds of harns--
DR KILLEN Cnh, absolutely.
M5. BACKLAR --you just described to ne?
DR KILLEN  Absolutely. Absolutely. At

least until recently we had--these peopl e had--cards that
they carried that said, "I amin a research study and
contact blank if | have a blood test that says..." Yes.
Very definitely.

M5. BACKLAR Yes. But, for instance, the
| oss of housing or the |l oss of jobs. You nmentioned quite
a few

DR KILLEN Those are very isol ated cases,
but I think what they do is point to the problens that we
need to address. And it was because we invol ved the
community in the process of designing the studies that we
were able to identify ways that the problens coul d be
ci rcunvent ed- -

DR LO Let ne just--

DR KILLEN --in ways that are satisfactory
to the comunity.

M5. BACKLAR How did you identify this
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comunity? This was a community of people who were at
sonme risk for the disease?

DR KILLEN Yes. That would vary from pl ace
to place, fromcircunstances to circunstances.

In Baltinore, one of the cohorts that we are
working with sort of grew out of a community of injection
drug users. In San Francisco, one of the groups that we
are working with grew out of the gay community there. And
we were able to identify people in those commnities.

Ve just went to themand said, "Wat do you
think we should do? Wo are the people we should tal k
with here?” And so you do it froma |ocal |evel
dependi ng on the | ocal circunstances.

DR LQO | have a historical footnote, which I
think is inportant; that, at a slightly earlier point in
the epidemc, is that denographics were changi ng and
peopl e realized that predom nant node of infection was
going to be injection drug use and sexual intercourse
| eads to that, rather than gay nen.

A lot of people saw that the denographics were
shifting. You were really talking about people of color
inthe inner cities. And the first attenpt to get
comunity input was to say, "Wio are the | eaders of that

community? Let us go to them™
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So people went to the churches, which are very
dismal often in these communities, to elected political
| eaders, and they were in denial. They didn't want to
talk about it. And people had neetings and the "l eaders,"
inapolitical sense, weren't interested.

And | think the next wave was really nuch nore
of a grass roots |level of people trying to identify
communi ty- based organi zati ons who were providi ng services
to peopl e who were injection drug users, honel ess, and
what ever .

And | think there are sone really renarkabl e
stories of trying to sort of go and find the peopl e who
really sort of speak for those at risk, in a sense that
they provide service to themand, in nmany cases, actually
are fornmer injection drug users thensel ves.

So, back to Larry's point, it isn't easy to
naturally find the people you want to consult with and you
may have a lot of false starts. And it takes an
i ncredi bl e anmount of tine and effort, but even in groups
that aren't very well educated--the use of groups being in
the positions of power--with a lot of effort | think you
can really bring themin.

In that sense, there nay be an anal ogy to sone

things we are tal king about.
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VW wanted to--

DR MJRRAY:
DR LG Oh.

comng. It is very useful

152

Yes. | amagoing to-- Thanks.

| just wanted to thank Jack for

and we may want to cone back to

you at sone point as our ideas crystallize and say, "How

would this work in your situation and what are the

anal ogies?" But | think this has been really hel pful to

get us thinking.
DR KI LLEN

DR MJRRAY:

Thank you for the opportunity.

Jack, | want to add ny gratitude,

and to Bernie for helping to organize this.

As | recall,

Paul Ransey publi shed The Pati ent

as Person about a quarter of a century ago. And in it

Ransey devel oped the idea of researcher and subject as co-

adventurers. At that time he saw the consent process as

the key--in fact, probably just about the only--el enent of

bei ng co-adventurer. It would be transformng the subject

frombeing a kind of passive exploited subject into--his

phrase- - co- advent ur er.

What | think we are hearing today is that

there is another step that has been taken and t hat

concei vably coul d be taken even in our real mhere--tissue

sanpl es--nanely to becom ng a nuch nore genui ne co-

adventurer in inplanting,

t hi nki ng about ,

organi zi ng, et
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cetera, of research

Now t hat woul d be not returning to business as
usual in certain realns of research, and | amsure sone
researchers are going to be unconfortable with that. And
i f and when we nake such recomrendati ons, we can expect to
hear that.

On the ot her hand, we understand, fromthe
experience that Jack related to us, that there are sone
advant ages even to the very design of the research, but
also to the general level of trust, partnership and co-
adventuring that exists between subjects and researchers.
And those are all things | believe are proper.

Let ne tell you ny proposed plan fromhere
until noon. Another brief--real five-mnute--break for
t hose who need to take care of personal needs.

VW are going to return and take up the
di scussion of the framework in the boxes. | think we can
begin filling themin, in a nore informed way, which neans
we will continue also to tal k about community, since that
is a key elenent in the boxes.

So far we have no one registered as wanting to
give public testinmony. During the break, would you pl ease
so identify yourself to Pat Norris, or another nenber of

the commssion staff, if you want to do that? W wil
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sinply allot time before noon for that to happen. So we
will begin the public testinony according to how nmany
peopl e want to give public testinony.

Ckay. W are breaking for five mnutes.

DR GREIDER Can | ask one qui ck question?

DR MJRRAY: Carol ?

DR GREIDER Are you going to be able to
stay, Jack, for this next discussion because | think it
woul d be very valuable for that.

DR KILLEN Yes. Absolutely.

DR MJRRAY: Thank you. Back at 11:15 a.m

DR KILLEN | wouldn't mss it.

(Whereupon, at 11:10 a.m there was a brief
recess.)

DR MJRRAY: Here is the gane plan. W have
one public testinony, so we will do that at 11:55 a.m

VW have now until 11:55 a.m to talk
substance, to begin filling in the boxes. W have a good
background now on thi nki ng about comunity consultation.
VW have sone nodels on that. And let us get to work.

Zeke, do you have any inspirations on where
you want us to begin filling in the boxes?

DR EVANUEL: Well, | nean, if we--

(I'naudi bl e.)
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REPCRTER G ve hima m crophone.

DR EMANLEL: The imediate thing is to do--

REPCRTER A m crophone.

DR EMANLEL: --1la and 1b--

REPCRTER A m crophone.

DR ENMANLEL: --because that is the current--

REPCRTER  You need a m crophone.

DR MJRRAY: | got it.

DR EVANLEL: | can't yell |oud enough?

Because that is the current-- Those are the
only two current boxes that exist currently. Al boxes
are collapsible into 1a and 1b by the common rul e and, as
| understand it, la says, | nean, if we assess | RB review,
la, according to the coomon rule is, if it is going to be
used i n an anonynous nanner, no | RB revi ew necessary.

1b is no individual consent necessary. It is
exi sting data.

1b, IRB review necessary and full informed
consent of the individual, and no comunity |inkage being
done, so no-- | mean, they don't even recognize that
category in the current standards.

And | think in these, where there is no
comunity linkage intended, that it falls outside the

purview that we are interested in.
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The paradi gnatic case that Steve had
originally raised was | ooking for colon cancer genes
randomy, not being worried about a particul ar groupi ng or
communi ty.

(ne of the exanples | had circul ated was the
| ook for tunor angi ogenesis factors, just going through
t he Bri gham pat hol ogi cal files, of which would be the sort
of la kind of category.

And actually | think I have here-- This is
sort of the current policy outline. That is ny
interpretation of what the current policy is.

MR HOLTZMAN And the only thing we | ayered
ontop of thisis, tothe extent that we are going to add
additional categories, that, of all instances, the IRB
shoul d make the determnation as to what category the
proposed protocol is in.

So even though there is no IRB involvenent, in
terns of approving the protocol in la, neverthel ess they
ought to say that it is a la protocol; therefore we don't
need to--

DR EVANLEL: | think we had | abel ed that
previously IRB admnistrative review, which is does it
fall into this box, or have you--researcher--nade a

m stake, and you needed it. It really did fall into a
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di fferent box.

Right. That woul d be the change fromthe
current. This is the--

MR HOLTZMAN But that is a gl obal change?

DR EMANUEL: R ght.

MR HOLTZMAN W are not going to put it in
each box?

DR EMANUEL: R ght.

DR MJRRAY: Now, should we take themin
order? Are we in agreenent on la, which is existing
sanpl es, where there will be no individual |inkage to the
individual ? Let us run this.

W are presum ng now that there will be quite
adequate stripping of identifiers, that we will have the
appropriate techni ques and procedures, et cetera, for
that. W do have to speak to those issues.

But assumng that is all the case, do we agree
that this is a case where the I RB ought to reviewit
admnistratively in order to ascertain that it belongs in
that category and, if it does, and if the individual's
privacy is appropriately protected and there is no
inplication of a particular group, that it ought to then
go through admnistrative reviewto be sure it is properly

categorized and, if it meets the other requirenments, that
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that is all that we need to do.

That is too |long of a sentence.

DR GREIDER But | agree.

(Laughter.)

DR MJRRAY: Ckay. Wuld you explain to ne
what | just said?

DR GREIDER At the coffee break.

DR MJRRAY: |Is there any discussion or
di sagreenment about how to treat box l1la?

(No response.)

DR MJRRAY: This is going to enconpass a
great deal of the research that actually goes on with
ti ssue sanpl es.

DR ENVANUEL: FEric, you had sone objection.

DR MESLIN | will defer until you continue
t he conversati on.

DR EVANLEL: Well, | think actually this is
an inportant place to-- | nean, let us-- | think it
m ght be worthwhile going through all the possibilities.
Coul d we go back and re-consent peopl e whose sanpl es we
want to use anonynousl| y?

I n the Brigham exanpl e, they had 104, 110--1

don't remenber--sanples they went to, collected five to 10
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years prior to the date they initiated the study. They
are all to be used anonynously, in fact were used
anonynously. Gotten sone clinical information with them

DR MESLIN The only issue | would remnd the
commssion of is that the subject of consent, with those
sanpl es that were previously collected, is one that
certainly the Genone Institute westled wth a year and a
half ago when it issued a guidance on | arge-scal e
sequencing in the construction of DNA |ibraries.

And the resulting NI H DCE gui dance on t hat
subject tried to address this issue in the follow ng ways:

First, it recognized that, while consent m ght
not be possible fromindividuals, that, for purposes of
those grantees satisfying their institutional requirenents
to either DCE or the Genone Institute, they would first
have to attenpt to get consent for continued use of those
previous col | ected sanpl es;

That an | RB woul d have to nake a deci sion as
to whether the protocol for using those sanpl es was
appropriate; and,

That the agency supporting the research--
either DCE or NNH -woul d have to approve it.

Now that is a very uni que case exanpl e because

it is part of a set of pilot projects for |arge-scale
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sequencing. It is also a unique exanpl e because of the
col | aborati on between NNH and DCE on this issue.

But it is not unique in the sense that, when
you have got a set of sanples that were collected for
pur poses conpletely unrelated to--or potentially unrel ated
to--the present purpose, and when many of these libraries
were constructed, |arge-scal e sequencing wasn't an i ssue.
The Human Genone Project wasn't even an issue. So it is
not that unusual to nake the tough call

And what occurred in the guidance was the
tough call that sone nmethod of attenpting to identify
consent process approved by an | RB woul d be necessary.

Now there is one caveat, and the caveat was,
for purposes of the entire program it was hoped that this
situation, where reliance on existing libraries--and Caro
may want to say nore about this--was used, that there was
every effort that new libraries, nore detailed with
greater depth, greater coverage, would be created as, in a
sense, as quickly as possible.

So it was hoped that, although the current
situation was not as satisfactory, there were certain
risks in sinply telling everyone that we woul d shut down
those |libraries because consent had not been obtai ned

previously.
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There was a good faith effort to develop a
procedural mechanismfor allowi ng the research to continue
in the very inportant insertion in the interim which was
an unspecified length of tine, but a hope that that period
woul d be relatively short and that investigators, both
l'ibrary constructors and library users, woul d make every
effort to get new libraries on |ine and quickly.

MR HOLTZMAN And therein lies the rel evant
difference, right?

DR MESLIN R ght. Absolutely.

DR MJRRAY: Well, | amnot sure that is a
rel evant difference.

| guess one of the things | amhearing, Eric--
it is quite interesting--is what distinguishes the cases
where you have existing |ibraries devel oped under
ci rcunst ances of, you know, somewhat confusing consent?
M ni mal consent, no consent, but supposedly anonynous.

And | think what we have just-- e
interpretati on of what we have just assented to was that,
"Wll, you don't need individual consent there."

Now, | want to nake an argunent that the
libraries we are tal king about are so different in
quantity of information generated about an individual--I

mean, we are tal king about, you know, whol e genones here--
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that it really nmakes for a qualitative difference, but I
don't know if everybody el se woul d buy that argunent.

The peopl e that we are tal king about, by the
way, we are tal king about the basics or the tools,
col l ections of pieces of chronmosones that will be used in
t housands of |aboratories. So one individual's DNA m ght,
in fact, be, you know, in many, nmany different libraries
and there is an intensity to that.

Anyway, | wll stop.

DR LO Can | ask Eric or Tomor sonebody to
say a little nore about what the ethical objection to that
i s?

| mean, one | think you already addressed is
that the science will be bad science and | think having
N H DCE approval sort of, you know, takes away t hat
concern.

I s another concern that it is really not
anonynous; that you know so much about the genone that
facto you could identify the person or, you know, | happen
to have ny own copy of ny genone. | can | ook around and
say, "My CGod, at Northwestern University they are studying

me and | didn't know about it."
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QO is it the idea that, even if you don't know

peopl e are doing sonething to you, it is just creepy to
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think that so many people are | ooking at your genone and |
ought to have a chance to opt out?

| nean, because it woul d hel p knowi ng what the
et hical objections were to know whet her those same
obj ections hold for studies where, you know, you are only
looking at a very limted part of ny DNA and, you know,
you are not going to be able to identify ne. It is not
really ne in sone sense; the way ny whol e genone is.

DR MESLIN | think there are parts of each
of those concerns.

And, again, renmenber that this discussion
began about 18 or 20 nonths ago, which is really |ight-
years ago, in sone ways, for the way in which many of the
et hi cal di scussions about the use of DNA through the ELS
Program at the Genone Institute have progressed.

| think we were especially sensitive to the

fact that this was the first tinme that this i ssue had

arisen, and it arose somewhat serendipitiously. It wasn't
as part of an investigation. It wasn't as part of a
conpl ai nt.

It was us, in a sense, uncovering this in the
course of the way that science was progressing; that there
was an expectation that, based on al ready avail abl e

sanpl es, the Genone Project was going to be doi ng hunman
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subj ects research

And in the paradigmthat was operative at the
time--if you are doing research on hunman subjects, then
sone effort should be made to obtain the consent of those
i ndi vi dual s--there wasn't an awful | ot of advice that
coul d be gl eaned fromthe comon rul e.

Sol think it is fair to say that we were
erring on the side of caution and conservatism and for
good reason, and not just sinply because we were concerned
about any adverse publicity, but because | think we felt
legitimately concerned that, in the absence of clear
gui dance on whet her or not these kinds of procedures coul d
be put in place, we needed to feel confortabl e--we being
the Genone Institute and our counterpart at DCE--that we
were acting both in the spirit and in the letter of 45 CFR
46.

Anot her issue--that, again, naybe Steve or
Carol can comment on nore effectively than I--is that we
just weren't sure what the state of the science was with
respect to how much informati on woul d be needed to
identify individuals. And in the absence of clear and
unanbi guous certainty, that no one could be identified in
any way, at any tine. That infinitesinally smnall

possibility was enough for us to be cauti ous.
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Now, one can be concerned or critical or
worried about whether that caution was warranted. | can
say that we are now at the point where the gui dance has
been inplenmented, that the pilot projects where this
| arge-scal e sequencing is occurring are conplying with the
gui dance, and are giving their plans for how they wll
carry them forward

So | think, again, you may want to inquire
with others at the Genone Institute and even others, if
you think it is relevant, who have been conplying with the
gui dance as to how onerous it is, or whether the anal ogy
is relevant to the stored tissue debate. You m ght want
to pursue that.

DR MJRRAY: Larry?

DR MIKE Well, | look at what you have been
tal ki ng about as nore constrai ned by what were either old
rul es or unclear rules.

Second of all is that if we go ahead wi th what
we were | eaning toward, there is no prohibition about
doing it the way that you did it anyway. W are not
inposing a ceiling; | think we are inposing a fl oor.

R ght?
DR MESLIN | think that is right. And we

also--1 didn't nention it but it is probably appropriate
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for the record--that this was all undertaken in
consultation with CPRR so they were aware of the gui dance
and, in the course of their deliberations, they have
offered advice to other NH institutes in this area.

MR HOLTZMAN Can we get into the facts of
this case to see howrelevant or irrelevant they are to
stored tissues. | nean--

DR GREIDER | just wanted to ask-- | nean,
there was one point that | wanted to make and that, is if
we are really tal king about box la, and we are tal king
about putting in place a robust way to anonym ze
sonet hing, and you believe in that nechanismthat we say
Wwe are going to put in place, then this case falls out
because | think this is a case of thinking that it is not
truly anonynous.

So it is an exception; sonething that woul d go
through that. So if we are tal king about naking a policy,
and we believe that we can put sonething in place which is
robust to nmake it anonynmous, then | think that this case
does not pertain.

M5. KRAMER Are you saying that woul d be the
| RB adm ni strative revi ew?

DR GREIDER No. That is this double-blind

study where the researcher-- It really is anonynous. The
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nmechani sm by whi ch the researcher doesn't know the person
and can't wal k back.

M5. KRAMER No. But you are saying this case
woul d not be anonynous.

DR GREIDER That it woul d be anonynous. It
woul d be in box 1la.

DR LQO That--

DR GREIDER Oh, | amsaying that--

M5. KRAMER Eric's case would be an exception
you sai d?

DR GREIDER | would say that woul d be a case
where you wanted it to be anonynous, but you didn't really
bel i eve in the nmechani smthat anonym zed it.

M5. KRAMER So, therefore, the safety net
woul d be that the IRB admnistrative review wuld catch it
and say it doesn't probably belong in 1la.

DR GREIDER No. | amsaying we should put
in place a robust mechani smto anonym ze things, and that
we have to believe in that mechani sm

| mean, in our whole-- Everything we do is
going to rely on us believing that we have a mechani sm -

(S mul t aneous di scussi on.)

M5. KRAMER Yes. | thought you were saying

that, even with such a robust nechanism that this woul d
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be- -

DR GREIDER | amsaying that they--

M5. KRAMER W& woul d be able to think that
this particular case would be identifiable.

DR GREIDER That if | were in their
situation, | would say that, because | don't believe that
it could be anonym zable, then | amgoing to add this
extra protection. That is how!l would read the case the
you just said; an extra added protection.

MR HOLTZMAN  So--  So--

DR GREIDER But we can't put that as a
policy for everything we are going to do--

M5. KRAMER  No.

DR GREIDER --or we are never going to
bel i eve in our own system of anonym zing things.

MR HOLTZMAN  You can believe in your system

DR GREIDER  Yes.

MR HOLTZMAN But it could be the nature of
the case of the informati on you are ascertaining about the
sanple; that it is so deep, so robust, so wide that it
can't, by its nature, be anonym zed once that infornmation
and, therefore, your |IRB woul d say--

DR EVANUEL: It is identifiable.

MR HOLTZMAN --it is identifiable. R ght.
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DR GREIDER kay. Do we believe that that
is the case here? | guess that | what | am sayi ng.

MR HOLTZMAN  Well, in this particul ar case,
it has had less to do with the fact that | think that you
were going to, at the end of the day, have the whol e
genone, so nuch as that they knew the six grad students
who donated their white cells.

DR GREIDER Soin that case it isreally is
identifiable.

MR HOLTZMAN R ght? Bottomline.

=

MURRAY: Well, | amtold it was on grad
st udent s.

MR ENVANLEL: It wasn't that nany.

MR HOTZMAN R ght. So that is why | think
this is, you know, this case is--

DR EVMANUEL: It is relevant.

MR HOLTZMAN  --is off point, right, in that

DR ENVANUEL: But there is a general point.

MR HOLTZMAN  There is a general point, but
it isadfferent point--all right?--and so what we have
here is a case where we knew t he people who actual ly
contributed the DNA nunber one, and, nunber two, you

could say we are going to go get new DNA. Al right?
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It is not the case that you can recreate the
whol e archive of sanples. Al right? And we are
postul ating that we are anonymzing it. Ckay?

So | think the only thing this raises--again,
is this point--is, is there research which, for all the
anonym zation in the world, will be so deeply revelatory
of the subject that it will |ead you back to the subject?
And when the day comes that we all carry our DNA sequence
on a diskette--

DR GREIDER Then the answer is yes.

MR HOLTZMAN  --all right?--and someone
publ i shes a sequence--right?--with sufficiently |ong
stretching, you know the answer better that |; that you
will be able to say, "That is fromso and so." Were you
plug in your diskette and say, "You know, that is ne."

DR GREIDER But who el se--yes--1 mean, who

el se has that information? Rght? Is it--

MR HOLTZVMAN  You don't know.

DR GEIDER If it--

DR The gover nnent .

DR GREIDER That is right.

DR EMANUEL: | only--

DR GREIDER It is only known if you know it.

If you are carrying your DNA around with you and you know
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that this person published it and it is your gene, then it
is still anonynous.
DR EMANUEL: Let ne--

DR GREIDER It isn't until other people know

that it is--

DR MJRRAY: Yes. But | think this is on the
edge here.

DR EVANLEL: Rght. | want to raise three
poi nt s.

The first point is | think we need to renenber
very carefully that, while it is the genetic studies that
have got us started, this is by no neans restricted to
genetic studies. W are tal king about using stored tissue
for immunol ogy. W are tal king about using stored tissue
for lots of other--you know, cytol ogy--lots of other
studies, as well as health records.

| nean, | think that a broad interpretati on of
the correct cause here is very broad, so | think sonetines
the genetics is relevant; sonetines it |eads us astray
because | would think, at least certainly up until 1997,
the vast najority of studies are not genetic studies that
we are dealing wth.

DR GREIDER  Unhhhhhh.

DR EMANLEL: Second, | think-- Well, | may
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be wong there.

DR GREIDER  1985.

DR ENVANLEL: kay. Al right.

| think Eric raises an inportant point for us
to think about. M/ own viewis it doesn't change the
substance of the decision, and that is how are we going to
justify this? Now, | think that there are, | woul d say,
three possible justifications.

One- -

DR GREIDER Justify what?

DR LO Wy we are not going back and
consenti ng.

DR EVANLEL: R ght. Wy we are not going
back and consenti ng.

(ne, | think, you know, draws on the | think
hi storical issue, which is historically we haven't gone
back, and we have not found it necessary to go back. The
interpretation of the common rule is that you don't go
back.

Second is | think--these are progressively
getting better, | hope--the second is a sonewhat practica
issue, which is that, you know, we have di scovered that
there are in excess of probably hundreds of mllions, a

100 mllion sanples accruing at greater than five mllion
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a year, and there is a practical problemof going back
and, unless we are going to re-wite lots of rules for
dead people, et cetera, there is a huge potential cost.

Third, | think that there are sone deep
phi | osophi cal issues at stake here.

Now are you getting satisfied, Eric? Your
ears pick up?

e is | think, you know, we shouldn't dismss
or mnimze advancenent of scientific know edge as a
valuable item that we here, and that the United States
peopl e and governnent, are constantly supporting; that
they want nore information and view it as a val uabl e good.

Second is the | think the sense that, if we
really do ensure that the tissue is being used in an
anonynous nmanner, that there is a sense that this is not,
does not renain sonething of the individual. 1t is not
theirs. And they don't viewit as theirs. They don't
behave as if they viewit as theirs.

That this has entered, in sone sense, a realm
of a common good. People don't go back and reclaimtheir
tissue. They don't want their slides unless it is really
to check for a second opinion, and things |ike that.

And the third thing I think, if we really do

have it anonynous, the sense of harmthat is going to
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accrue back to the individual is vanishingly small.

And, you know, | think there we get into the
bal ance of what happens if we get the serendi pitous
information and want to reveal it where, ironically to do
that, | think we raise the potential |evel for harm hi gher
because of potential breaches of that where it is not
appropri at e.

Now I, by no nmeans, want to suggest or inply
that that is a conprehensive delineation of ethical
reasons, but | think it is alist of ethical reasons that
we have been tal king about. And naybe there are nore that
will sway people different ways.

Again, ny own sense here increasingly is
constantly that we are in this box of you have got to have
i ndi vidual consent until you can, you know, nove out. And
| amnot sure it is very helpful of applicable in this
case.

DR MJRRAY: So that woul d--

DR EMANLEL: So that woul d be sone of ny
reasons for adopting the policy we have.

DR MJRRAY: | think this is-- Thank you
That was an excel | ent di scussion, Zeke.

And | amassumng all along that you agree

with sonme earlier stipulations | nade about if people
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objected to these in research, you woul d honor that.
R ght?

DR ENVANLEL: Ch, absol utely.

DR MJRRAY: Yes. And we woul d expect
researchers to exercise sonething |like due diligence in
ascertaini ng whet her or not people had objected and, if
they hadn't objected, then it is okay if it is used in an
anonynous fashi on.

| think we have filled in a box, folks.
Congr at ul ati ons.

And nowit is tine to hear Mark Sobel give
public testinmony for this nmorning. Thank you, Mark.

DR ENMANUEL: But we have only got one box.

STATEMENTS BY THE PUBLIC

DR VARK SCBEL

CH EF & MO EQULAR PATHO OGY SECTI ON

NATI ONAL CANCER | NSTI TUTE

DR SCBEL: Well, | would like to take just a

mnute of your time to urge you to consider the
inplications of your definition of comunity.

It seens to nme, after listening to the
di scussion this norning, that your definitions are very
blurred. And you m ght have very good intentions to just

have sone consent and advi ce invol ved, but just renenber
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t hat what ever recommendati ons you nake will eventually get
witten into sone codified regulation and, as a enpl oyee
of the federal government, | can tell you that the inpact
of that can be quite severe.

So if you are not careful in your definition
of community, and especially in terns of defining disease
as a community group, | could certainly see where you
basically will not have any distinction between la, 1b and
lc, and that-- Ch, | amsorry. 1la, 2a and 3a.

That, in fact, alnost everything that we are
tal ki ng about could eventually be defined as sone
comunity group. And there will be inplications for that.

The other issue | would like to bring up.
There was a di scussion about decisionally-inpaired and
perhaps included in that mght be pediatric sanpl es and,
again, | would urge you to think of the inplications of
t hat because you don't want to put roadbl ocks into doing
research on the health of the children of this nation that
woul d i npact on the good of the nation, so you want to--

There are special informed consent procedures
right nowin place for research subjects that are
children, but when tissue bl ocks are derived from pati ent
sanpl es who are children, think of the inplications of

that in terns of how research can proceed on pediatric
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sanpl es.

DR MJRRAY: Are there any-- Mark, would you,
for the record, state your nane and affiliation?

DR SOBEL: Mark Sobel, Chief of Ml ecul ar
Pat hol ogy Section, National Cancer Institute.

DR MJRRAY: Thanks very nmuch. | requested
that be done. There nay be a question or two for you.

MR HOLTZVMAN  Yes. Mark?

DR MJRRAY: | amsorry. W are going to nmake
you-- This is aerobic testinmony. You are going to have
to keep goi ng back and forth.

(Laughter.)

DR SCBEL: | was told to limt ny statenent.

DR MJRRAY: You did a beautiful job.

St eve?

MR HOLTZMAN  So, Mark, when | go in to give
a surgical procedure, under current ways of doing things,
| sign a consent which also includes the right to use the
tissue in research.

So when ny son goes in for surgery, and given
that he is five and a half he doesn't sign the consent for
surgery, | do.

DR SCBEL: That is right.

MR HOLTZMAN Do | currently sign a consent
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whi ch al so includes the use of his tissue in research as
wel | 2

DR SCBEL: Presunmably, you are signing the
sanme consent formfor your child that you are signing for

your sel f.

=

HOLTZVAN  Ckay.

=

SCBEL: Under current-- Under the current
syst em

MR HOLTZMAN  Ckay.

DR SCBEL: So that--

MR HOLTZMAN So that there is nothing you
have said so far, that if we come up with a different
| evel or type of consent for ne, the adult, if | just
extended it in the sane way--

DR SCBEL: Yes, but that is for the future.

MR HOLTZMAN  --in ny role as guardian.

DR SCBEL: | amtal king about the already-
stored sanpl es before your own conmm ssion report cones
out.

MR HOLTZMAN R ght. W haven't nade any
deci si on- -

(S mul t aneous di scussi on.)

DR SCBEL: --those sanpl es.

MR HOLTZMAN And we haven't nade any
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deci si ons.

DR SCBEL: But | just wanted to bring that up

just to think about that. | think, for the future, you
can really work out a very nice schene w th adequate
protections, but the issue here this norning has been the
sanpl es that have been collected before this report comnes
out.

MR HOLTZMAN R ght. But | have-- Are you
inferring that we have been suggesting there would be a
di stinction?

DR SCBEL: Well, it did get raised by Pat
Backl ar that we should keep in mnd how to handl e sanpl es
fromindividuals who were decisionally inpaired. And ny
gquestion was are you going to include underage as part of
that category, and what are the inplications of that?

DR MJRRAY: Trish?

M5. BACKLAR But aren't there protections
already in place when you are dealing with research with
children? | nean, | assune--

DR SCBEL: Yes. But we are talking about--
No. W are not tal king about interactive research here;
we are tal king about the use of archive sanples that are
already stored. And in nost cases | amgoing to talk to

ri ght now -
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Let us consider the case of the clinically
obtai ned sanples. The child cones in--not for a
prospective research study--but the child cones in for
surgical treatnent or nedical treatnent of a condition and
there is residual tissue left over at the end of that
medi cal procedure that is not necessary for nedical/l ega
reasons. WII you-- Do you want to consider that tissue
as part of the general schene here, or are you going to
make a separate category for it?

| think that question got raised this norning
and | just wanted to define that a little bit nore
careful | y because you run the risk of inpeding research on
pedi atric sanpl es which would definitely affect progress
on child health.

M5. BACKLAR Even though that parent may have
consent ed?

DR SCBEL: Well, ny personal viewis that
that woul d be adequate, but you raised the issue of
whet her that woul d be adequate, and | think you are going
to have to consider that. And so | just wanted to get
that issue right up front for you to really define a
little bit better.

| would prefer that you not separate that out

because the parent did give consent for the procedure, and
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included in that was sone inplied or mninal --or whatever
you want to call it--consent for general research, but I
wanted to real l y--
You wanted to bring this issue up for each of
t hese considerations, and | wanted to put that up front in

terns of what the inplications of that categorization

woul d be.

DR MJRRAY: Thank you very much, Mark.

VW have been at it, nore or |ess, continuously
for alnmost four and a half hours. It is time for a lunch
break. W will reconvene at 1:00 p.m | understand,

thanks to the generous spiritedness of the NBAC staff,
that it should be safe to | eave belongings in this room
while we go to lunch

Henrietta?

M5. HYATT-KNCRR  Yes. (Inaudible.)

DR MJRRAY: h. |If you are here on business
and you haven't checked out of the hotel, please do so
nNow.

(Wrer eupon, at 12:00 noon, there was a

| uncheon recess.)
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AFTERNOON SESSI ON

DI SGUSSI ON OF T1 SSUE SAMPLES GO LECTED POST NBAC s REPCRT

SUBCOW TTEE MEMBERS

DR MJRRAY: Wl conme back fromlunch. | woul d
i ke to reconvene the CGenetics Subcommttee neeting
pl ease.

| feel like | amone of those old Saturday
norning cliff-hanger cinemas. Wen we left off, our hero
was dangling frombox la.

(Laughter.)

DR MJRRAY: Had we, in fact, reached fairly
general agreenent anong the comm ssioners as to what the
practice, so roughly what our answer is in box 1a? 1lais,
just to be sure--

DR GREIDER (Oh, it is mssing.

DR MJRRAY: (Ch, it is not up there anynore.

la is where you are doi ng research on
previously collected sanples which are to be used in an
anonynous nmanner in the research and in which there is
just-- It is an individual sanple with no obvious |inkage
to a particular group. R ght?

DR GREIDER  Yes.

DR MJRRAY: (Good. Do we all agree on that?

| think we do.
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O 1b, where there is identification, I am
willing to hazard an articulation of what | think our
position is. |If sonmebody else wants to do it, | would
gladly defer.

(No response.)

DR MJRRAY: kay. M understanding is, if
research is to be done where the sanple is to be used in
the research in an identifiable nanner, that there nust be
an appropriate consent in advance of that research.

Now, what that neans is that, if the
i ndi vidual presumably is still alive and conpetent, it is
that individual's consent. W have not put to rest the
question of what to do if the individual is not conpetent
or deceased. W may have to-- W will have to think
about that.

But | think the general frame is-- |If it is
as | stated, | want to know if everyone agrees.

Ber ni e?

DR LO Can | ask you this. So the
i ndi vidual nust consent to that specific research
protocol? He or she nay not consent to--

REPCRTER  Wul d you use your m crophone?

DR LO Sorry.

M/ question is whether the individual has to
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consent to each specific protocol or whether patients or
subj ects can consent to a class of protocol? So could I
just say, you know, that Dr. Geider and col | eagues can do
anything they want with ny tissue, even if it is
identifiable, once she has asked ne?

DR GREIDER M opinion would be is, if you
are willing to sign such a consent form then it woul d be
appropri at e.

DR LO Let ne--

DR GREIDER | nean, part of it is what was
al ready signed--right?--since we are dealing with a
previously collected sanpl e?

DR LO Yes. Rght.

DR GREIDER Wiat is already on file as
havi ng been si gned.

DR LO It is just a routine clinical
consent .

MJURRAY: dinical consent?

LO Both. They can--

3 3 3

GREI DER  Ceneral .

DR LQO They can-- The general consent; they
can do whatever they want with ny tissue after they--

DR ENVANLEL: That is not good enough | don't

t hi nk.
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DR LQO But then having said that, Carol
conmes and | consent to her protocol and everything el se
t hat cones down or--

(S mul t aneous di scussi on.)

DR ENVANLEL: In an identifiable manner?

DR LO Yes. O would you want each specific
protocol to get its own consent?

DR GREIDER Well, we are going to be dealing
with consent forns when we tal k about the sanples to be
collected in the future, right?

DR MJRRAY: Right.

DR GREIDER And | assune part of what we are
going to be doing is trying to nmake comrents on a nore
general i zed kind of consent form so that mght be the
sort of thing that we woul d consider then

DR EMANLEL: Let us take an exanpl e.

| nean, where is that 1b |likely to happen?
That is likely to happen | think in a famly pedigree kind
of study--right?--where you would want to use it in an
i dentifiable nmanner.

I n what sense would you be-- | nean, is there
a class of research questions that you mght want to give
consent to? W do that now | guess. But is there-- 1Is

it open-ended in general? | think I would sort of balk
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that that would be sufficient. | guess that would be-- |
mean, you mght want to consent to, you know -

Say | have, you know-I don't know-fragile X
syndrone and you are looking at ny entire famly. And I
amgoing to consent to using this tissue--these bl ood
cells--looking at fragile X syndrone, and a variety of
genetic studies related to fragile X, or a variety of
studies related to fragile X syndrone. That woul d be
fine, as long as |I--

But if you sort of said, you know, I am goi ng
touse it for any genetic test that cones down the |ine,
and even, you know, | ook at the pedigree, | guess that
woul d be-- That wouldn't satisfy me, | guess.

DR MJRRAY: Because? | agree with you but
why don't we articul ate our reasons here?

MR HOLTZMAN | disagree with you, so why?

DR EVMANLEL: In an identifiable manner, and
getting full individual consent, what do you want? You
want themto understand the objectives of the study. You
want themto understand the benefits and the risks of the
st udy.

And it seens to ne that you can't do that for
a wide range of studies, for a sort of class of studies on

a finite area, you know, w thout having to have an
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i ndi vidual protocol for every, say, gene you want to
extract, or every analysis of those genes or, you know,
not even necessarily genes, you know, maybe functi onal
st udi es.

You can better understand. You can give them
a better delineation of risks, benefits and alternatives.
But as for an open-ended one, | don't see howthat is
possible. | don't see how we are getting to the kind of
protections we are interested in.

DR MJRRAY.: Bette?

M5. KRAMER  Sonebody passed out at our | ast
nmeeting this proposed opt-out option on clinical care.

DR ENVANLEL: Yes. That was ne.

M5. KRAMER | think so.

DR EMANLEL: You are going to hoist ne on ny
own petard. It is very unpl easant.

(S mul t aneous di scussi on.)

DR MJRRAY: | renenber several people falling
asl eep at our |ast neeting, but nobody passing out at our
| ast neeting.

(Laughter.)

M5. KRAMER  Anyway, Zeke, one of the things
you have got at the bottomis, you know, it can be used

for sone types of research. Here. Do you want to pass it
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over. You can take a look at it.

DR EVANUEL: No. | renenber that docunent.

(Laughter.)

DR EVANUEL: No. But | believe that-- Let
me clarify. That docunent was nmade for the sanples to be
used in an anonynous nanner in clinical care settings for
sanples to be collected in the future.

M5. KRAMER (kay. Fine. But why couldn't--
Wiy couldn't a person, assum ng they were conpetent--they
were maki ng a conpetent deci sion--why couldn't they have
t he sane options?

DR EVANUEL: Well, | don't think-- | nean, |
guess | will put ny-- | don't think consent to anything
is sufficient. And | think one | evel of protection that
is afforded, by having it anonynous versus having it
identifiable, nmakes that kind of open-ended and general
consent possible, where | wouldn't take it as acceptable
in the individual situation.

Because | think that there is a lot of-- It
is very hard to delineate the risks and benefits for a
very broad class of studies. And | think people may not
fully appreciate that. And part of the protections we
have is that, just because peopl e consent, doesn't per

force make the study ethical. It is just not-- That is
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necessary. That may be necessary, but it is not
sufficient. And | guess that is where | amcomng from

M. KRAMER  Ckay.

DR LQO Let ne sort of try to argue the other
side of it; that if | amin a famly where there is a sort
of famly history of a serious illness and | have a strong
interest in seeing lots of research, including DNA studies
done, it mght actually be burdensone to keep havi ng
people mail ne protocols and sign off on them

So that if all the studies are pertaining to a
maj or condition of ny famly, if they are all going to be
reviewed by sone sort of panel for both scientific nerit
and sone sort of panel for kind of ethical concerns, and |
have understood, in broad terns, what the risks are in
terns of stigma, discrimnation, things like that, | may
want to give not a blanket consent, but at |east a broad
consent within certain paraneters assum ng ot her
protections al so are in place.

And, in fact, | nay viewit as an inposition
to have people FAXing ne and nailing ne protocols to sign
of f on.

DR MJRRAY: Larry?

DR MIKE Since we are going to deal wth

historic tissue sanples, whether they are anonynous or
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identifiable--not as where the tissue now stands but in
the actual use of the research--then we shoul d be
consistent in dealing with these sanples as we would for
peopl e who are being recruited into research. So to give
a general consent for everything, even though--

| woul d back Zeke on that.

But in the current situation--and I wll have
to ask the researchers--if you are going to give a consent
for a series of studies, and | assune that that is
possi bl e now, then you are given enough informati on so you
sort of know what you are consenting to so that you nay
give a consent that you are going to be participating in a
series of studies rather than one, and then conme back and
want it again.

So | would just-- | would say | back Zeke.

And where we just should nake it consi stent
dealing with tissue as we do with the Iive human beings in
these research areas. So that | would say that, if we are
tal king about identifiable tissues--in the research design
it isidentifiable tissue--1 would deal with themthe same
way you would as a |ive human bei ng, bei ng--

And so | woul d support Zeke.

Wth the flexibility that you don"'t-- If you

have a series of studies that you are contenpl ating
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bef orehand, that you can give consent for that. But if
you are-- |If the series of studies arises after one's
proj ect begins, then obviously | can't give consent for
those studies that were never contenplated in the
beginning in the first place.

DR ENVANLEL: | think the point you make about
treating these people as if they were entering a research
protocol is the right thinking. Now, in sone research
pr ot ocol s- -

| nean, let us look at the Physician's Health
Study, or the Nurses Health Study, or NHANES. R ght? You
are giving consent to a broad series, but not an unlimted
range of studies, if | understand that. | nean, | haven't
| ooked at the consents there, so--

DR LQ Those are not identifiable. The
research is done-- Ch, | see.

DR EMANLEL: No, no, no. But | amsaying you
are still-- You are sort of-- W haven't | abel ed those
boxes, but sonehow -

DR GREIDER Wll, a, b, c, d, e.

DR EVANLEL: Yes. Exactly. "e."

DR MIKE R ght.

DR EMANLEL: That is the sort of range you

are going at where it would be research to be used in an
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anonynous nanner .

MR HOLTZMAN Wl I, so, let ne understand
your position here, Zeke, with respect to research
conducted i n an anonynous nanner, going forward. Are you
saying that--

DR EVANLEL: | will have to re-consult ny--
Yes?

MR HOLTZMAN  Are you saying that an open-
ended consent woul d or woul d not be okay in that instance,
or are you saying it is not okay specifically and only in
the instance where the future research will be conducted
in an identifiable manner?

DR ENVANLEL: Well, we are al ready hopping

ahead.

MR HOLTZMAN  But, but--

DR EMANUEL: Yes, yes. No, no. In a
relevant manner. | think if we are going to nake an

anal ogy, we should stick to it.

So box le-- | guess in ny general sentinent
there was-- A general consent woul d be okay. | guess
maybe ny-- Here is the difference. It is still this
i dentifiable anonym zabl e.

| don't think actually a general consent in

1f, for exanple, is acceptable.

192



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

193

MR HOLTZMAN  What? You see, | want--

DR EMANLEL: Yes. And | guess that is where
| think the difference is.

MR HOLTZMAN  See, | would want to do some
conceptual analysis on your position that goes as foll ows.
Al right? Are you suggesting that it is in the nature of
t he open-ended consent that it can't be infornmed? GCkay.
That is one take on what you are saying. Al right.

Now, the come-back. Because why? Wat does
it nean to be inforned? Because |I know what | am agreei ng
to, and that requires sone sense of what the research
woul d 1 ook I'ike, what the risks and benefits entail.

Ckay?

There is another take on that which comes back
and says, no. |, as an adult with sonme reasonabl e control
of ny faculties, can reasonably and in an inforned nanner
consent to sonething that says do anything you want with
it. | amnot ready to go-- | wll take the risks; 1"l
take the benefits. R ght?

Wthout getting hung up in that, there is
anot her way of interpreting what you are saying which
says, okay, it is inforned, even in an open-ended, but
there is another strand that goes on in the consent

process which has to do with protection. Al right? The
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protection of the subject. Al right?

And that in the case of an anonym zed st udy
conducted in the future, under the general consent, if it
is conducted in an anonym zed fashi on, even though one
couldn't have consented in full know edge because you
couldn't have known, neverthel ess the protection of the
anonym zation is in place, so that nakes it okay. A
right?

Wer eas, when you are to be identified in that
future study, it is not okay because the protection is
dropped, and so you hang it on the issue of the protection
as opposed to getting into a discussion of whether or not
it was or was not inforned in its very nature.

Because if you are going to hang it on that,
and you are going to denmand, and you are going to nake a
di stinction between the two, then you are going to have to
say why, in one instance--in one instance--though in both
i nstances you have the absence of inforned consent; in one
case it is okay, inthe other case it is not.

DR EMANLEL: Well, | appreciate your
anal ysis, Steve, but | amnot sure they are all that-- |
amnot sure the two issues are as distinct as you nake it
out.

(ne of the reasons you are nore concerned in
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the identifiable case is because the potential harns are
greater to that individual. That is one of the reasons we

think the protections should be nore substantial there.

R ght?

MR HOLTZMAN R ght.

DR EVANLEL: So | guess ny feeling is, now if
we focus inon le and f, | don't think the consent can be

the sanme in both those boxes.

MR HOLTZMAN R ght.

DR EVANUEL: | would be confortable with the
consent being general in e, but not confortable with it
being general inf. And | guess | bring the anal ogy, nove
on down, and say that 1f ought to be the standard in box
1b.

MURRAY: Let ne nake--
EVMANLEL: Is that clear?

GREl DER Yes.

33 3 3

MJRRAY: Let ne argue--

=

HOLTZVAN  Yes. | agree entirely
actually. That is because the distinction that you are
hanging it on is the potential harm

DR EMANUEL: Right.

MR HOLTZMAN And that is a standard which

goes back to whether or not it is done anonynously or not.
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DR EVANLEL: Rght. But the potential harm
al so correlates with the kind of protections you would
want and the kind of protections--

MR HOLTZNMAN  Yes.

DR EVMANLEL: --in sone sense, are built into
the kind of consent you get.

DR MJRRAY: Let ne offer a distinction and
see if youthink it is valid.

There is-- | think we are-- There is the
consent to a particular protocol. Everybody pretty much
agrees about that.

There is the consent to sort of what we have
call ed a general consent, which would be a kind of open-
ended consent to any legitinmate research use of ny
tissues. W don't see that as problenatic when the
ti ssues are researched in an anonynous manner if, in fact,
such consent was given.

The third is to a sort of series of related
protocols. Wat | take what Carol is developing. G anted
that there are no clear and bright Iines between that and
general consent, but | think actually, you know, we know
nore or less that there are research series, a series of
studi es done on the sane tissue.

You don't go back and ask for consent for
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every particular procedure you performon the tissue. |If
there are a related series of protocols, that is probably,
and you get consent to doing, you know, this consent to
doing a series of research studies on a particular tissue
in an identifiable manner, et cetera, | would think that
woul d be perfectly acceptable.

What | woul d want--be inclined to do though--
is put the burden of proof on the investigator to say
that, "The study | want to do tonorrow, in fact, is
enconpassed by the consent | received fromthe patient
| ast year."

And the IRB shoul d, you know, should view it
that way. If the IRBthinks, "Vell, it is not at al
clear that this would enconpass that study," then the
i nvestigator nmust go back and get a re-consent.

Wul d that be-- Does the distinction work?
Can that be a reasonabl e procedure?

DR LQO Let ne try and pursue that in terns
of trying to find sonething in the mddle betwen a
general consent in the sense of do anything you want--j ust
check it off--and a specific consent to one individual
pr ot ocol .

| nean, | think there are, in the mddle, are

either a series of related studies or a certain type of
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research that could be done. | nean, if you are going to
| ook for one genetic marker, you know, every tinme soneone
el se has another candidate narker it is really sort of a
very simlar study just as long as you get--whatever--a
different probe or sonething.

And | would like to | eave open the possibility
that someone mght say all these studies are actually sort
of so closely related that it nmakes sense to say, you can
say that not to just this one study, but other studies in
the future that are roughly simlar in terns of risks,
benefits and al ternati ves.

And | think again there are other protections
that you can bring into play in addition to the consent
so, you know, | mentioned before either | RB approval or
sone et hi cs board.

But another thing | think is trusting an
i ndi vidual researcher. | nmean, if | have a condition
where, you know, there is one center doing all the
research and | actually have, or ny famly has, a persona
link with that institution, | may well say, "That
individual, | trust themenough that I amnot just
participating in this one study, but a whole | ot of other
studies provided that it is the sane person.”

|-- Just to draw the analogy, | think in
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clinical terns, you know, there is the sane questi on about
advanced directives. | nmean, can you really be said to
consent to sonething in the future because you don't
really know what the exact risks and benefits and
alternatives are?

And, granted, all the differences between
research and clinical care, | think we, at least in a
situation where soneone is giving directives for what they
are permtting you to do, in a case they know of, or are
capabl e of consenting, we are saying that we nmake sone
trade-offs in terns of allow ng research to be done,
allowing clinical care to be given without the sane |evel
of specificity, but we want to be sonehow gui ded by what
the patient said before.

And, you know, again, | think whatever we
deci de here, we ought to nmake sure it is consistent with
how we are going to handl e sanples, for exanple, in
famlies where you get consent for one study and then the
pati ent becones inconpetent before another study is done,
so they are not dead and you can't use that exception, but
you would like to still do the whol e pedi gree study, and
how do you then fill in the--

| mean, Huntington's would be a great--

mean, if the gene weren't discovered and you wanted to go
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back and-- So I think we should think carefully about
whet her we want to | eave sone possibility for consenting
to nore than just the one specific protocol.

DR MIKE Well, | don't think the argunent
is that it is one protocol or nore; it is just a
reasonabl eness in which you can foresee what is happeni ng,
and that person giving the consent has an idea that there

are boundari es placed on what they are consenting to.

DR MJRRAY: That was actually-- | probably
didn't say it. | neant to urge a kind of reasonabl e
subj ect standard that, if |ooking at the consent-- Wen

these identifiable studies, a reasonable--

You know, the IRB's reading of it is that a
reasonabl e subj ect would have read it to include these
addi tional studies, and I would not have a problemwith
goi ng ahead with those studies w thout goi ng back for
expressed rel ease then.

If the IRBis divided, or if it feels that it
woul dn't be reasonabl e, a reasonabl e subject woul d not
have had that understanding, then you need to go back.
That is ny proposal.

Steve?

MR HOLTZMAN  So | amtrying to understand

where we are comng out, so let us use a real, |live case
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of a real kind of consent sone of us use.

So we are undertaki ng, say, an asthna study,
genetics of asthma, but that it is genetics is not
terribly inportant. Al right? So at |evel one, we
describe the specific study, what will be done--al
right?--in order to try to cone to the genetic
determnants of asthnma. Then we also-- And we ask for
consent for that effectively.

VW then ask for consent for additional studies
related to that disease that we may do in the future, the
presunption being that the individuals in that have an
interest in the disease and, therefore, they may very wel
be open to engage participating in future studies of the
same ilk. Al right?

And then the last level is we also then ask
for the right to retain the sanple and use it in any
study. Al right?

And, for exanple, so that while you are
ascertaining these individuals, you al so nay be wei ghi ng
themand getting their body mass index so, in fact, once
you have identified genes potentially involved in obesity,
you mght want to go back out and verify themin a broader
popul ation, and you will have the BMs for these

individuals, and that is useful.
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So | don't find anything conceptual ly
problematic with offering the individuals the ability to
say, "Well, | aminterested in asthnma only; | am not
interested in that further stuff."

Now, it so happens, everything | have just
described is in the context of studies which are
undertaken in an anonym zed fashi on.

DR EMANUEL: Yes.

MR HOTZMAN Al right. So ny question is
we coul d be asking for all these different-- Leave open
the possibility conceptually for these different |evels of
consent, but we mght be saying that, below a certain
line, you can't ask for that if the study is to be
conducted in an identifiable manner.

DR EMANLEL: Right.

MR HOLTZMAN. | think that is what we are
sayi ng.

DR EVANLEL: Rght. And | woul d draw that
i ne between asthma studi es and anyt hing el se that m ght
conme, you know, down the m |l enniumpathway. | just-- |
agree. | think that is a great exanple and | think you
have drawn the line exactly at the right spot--

MR HOLTZMAN R ght.

DR ENVMANLEL: --whichis, if you are doing it
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in an identifiable manner, soneone has to have a
reasonabl e i dea of what you are doing and be able to cone
to reasonabl e assessnents of risks and benefits, and al so
how it mght intersect with their personal interest.

If you are doing it in an anonynous nanner,
yes, | think the check-off box system you know, to the
extent that you mght be able to think about it, is
perfectly fine. And that | think would be the distinction
between e and f there.

And all | was trying to suggest--and naybe we
are now in heated agreenent--is that the f nove over to b,

rather than e noving over to b, as the standard.

MR HOLTZMAN  Yes.
EMANUEL: Ckay. So we are in agreemnent?
MR HOLTZMAN  Yes.
DR ENVANUEL: h.
MR HOLTZMAN No. W are. It is just--
DR ENVANLEL: Al right.
MR HOLTZMAN | was | ooking for

clarification.

DR MJRRAY: f=b.

DR LQO Let ne throw a couple nore issues
into the hopper here.

Che, it seens to e, if we are going to do
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sanples and call it b, d, and f--i.e., the identifiable
sanples--and to try to base that not on the specific
consent to that protocol but from Steve's second type of
consent, it seens to nme there al so should be a requirenent
of the investigator to denonstrate why you can't do the
study anonynously.

So if you are going to use prior consent to
sonmething nore than just that general protocol, you ought
to have a special burden of explaining why you don't want
to go back and get nore specific consent, and why you
can't do it anonynously, as sort of, you know, an extra
pr ot ecti on.

And the other case is to go back to Tonm s
poi nt about a reasonabl e person standard. It seens to nme
it is a good standard, but that "reasonabl e" shoul d be
interpreted not by scientists and | RB nenbers, but shoul d
have sone comunity input into whether it is reasonable to
assume that this new protocol under consideration has the
sanme kind of mx of benefits and burdens as was
contenpl ated by the subject when they signed the origina
consent and were told about the specific protocol.

So | would have a little concern if an IRB
that really was mainly conposed of scientists and ot her

university fol ks saying, "Ch, yes, that is reasonabl e that
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this subject would have agreed to this other study because
t hey consented to that one."
And | think those kinds of-- Wether that is

the sanme thing or not is so, you know, difficult to

interpret, | would want to get some comunity i nput.
DR EMANLEL: | would like to stay away from
reasonable in the standards. | have great anxiety about

that for some of the reasons you have just outlined.

But it seens to ne in part what you said,
Bernie, is right. W should keep in mnd that, in the--
Wiere the-- To be used in a manner where identification
is possible. It is not to say that you are necessarily
identifying them for exanple, in a publication, or that
you necessarily know, but that it is possible.

And | think the sort of paradigmcase is the
famly pedigrees. You know, you just may have a second
daughter there, but if it is possible to walk, you know,
to wal k backwards, that just can't be an anonynous sanpl e,
or the famly just can potentially be identified.

So that-- | nean, | think in those cases
there is a clear argunent why you can't do it in an
anonynous nanner .

MR HOLTZMAN  But | thought | heard Bernie

saying that, with respect to a study to be conducted in



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

the future, in an identifiable manner, that one woul d have
to go back and re-consent, even if it was of the same
genre as the earlier study, unless you could show a
conpel l'ing reason that you had to go back and re-consent
if you were going to do it in an identifiable manner, or
you had to at |east show conpellingly why you couldn't do
it in an anonynous manner. That is what Bernie just said.
DR LO Yes. | nean, | think I would accept
Zeke's argunent that this is a pedigree study and we have
to do a pedigree study, and we can't do that anonynously.
That is the sort of--
DR EMANLEL: But you woul dn't have to go

necessarily back to consent if it is in the same genre,

right?

MR HOLTZNMAN  Yes.

DR LO So | don't-- | guess what | am
concerned-- | would like to | eave an exception so that

you don't have to go back and get specific consent for
each protocol. | want to nake sure that is sort of an
exception that is fairly narrowy bounded rather than
sonething that is, you know -
DR EVANUEL: But it is not an null category--
DR LQO Right.

DR ENVANUEL: --in your view
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DR LO R ght. Absolutely.

DR MJRRAY: And as | understand it, there are
two reasons why you want to have this exception. e is
you don't want to harass subjects wi th constant requests
for consent and, nunber two, you want to acknow edge that,
when peopl e did give consent, they may wel |l have
understood that it was for nore than one discrete protoco
and you sinply want to acknow edge that.

And what we have been trying to articulate is
a way of sort of figuring out when that is true. Bernie
suggests, in a way, putting the burden of proof on the
researcher and to say several things, one of them being
why am | using identifiable versus anonynous sanpl es?

| think that is an appropriate question to ask
in all these studies. There is often a very good answer
when you do an identifiable one but, | mean, it is also
fully in keeping with what | understand to be best
information privacy practices, which is that one should
al ways get the mninuminformati on needed for the task
rather than getting |ots of extraneous infornation.

Are we together on that? W mght want to say
sonething to that effect.

And also, | guess, if the investigator wants

to argue that the previous consent ought to apply to this
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protocol, you al so place the burden of proof on the
i nvestigator.

Zeke doesn't |ike the reasonabl e subj ect
standard. | amnot sure why, but can we do a better
standard, Zeke?

DR EMANLEL: Well, | think we need a process
here, which is you have to explain to an I RB--and, you
know, naybe the IRBis sort of the enbodi nrent of a
reasonabl e subj ect standard--but | think |I woul d rather
have a defined process for howit goes out than to suggest
a standard.

It doesn't seemto be in the sane genre. It
is the same disease? | amnot so wild about the sane kind
of, you know, technical nanipul ation because | don't think
that actually gets to the heart of what is at issue. |Is
it on a disease entity or a closely related entity that
people had in mnd, you know, are likely to have had in
m nd when they entered?

DR MJRRAY: Does that respond to your
concern, Bernie, about |IRB setting thenselves up as
reasonabl e subj ects?

DR LG well, I--

DR MJRRAY: Because | ama little worried

about insisting nowthat IRBs add different nenbers for
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every protocol .

DR LO Well, | guess, in addition to what
Zeke said, | also want to include, as a procedural
criteria, that the risks and burdens are, you know,
roughly speaking, the sane or very simlar to what the
original protocol was, or at |east the patient understood
t hem

| guess | do have concerns--it maybe
intersects with what the other subcommttee is doing--that
| amnot convinced that | RBs, as they currently operate
now, provide adequate protection, just to | ook at what
they are being charged to do now, let alone if we are
addi ng sonme extra tasks on top.

And | guess | am persuaded that, even with al
t he probl ens we have tal ked about this norning of
obtai ning sort of an outside opinion fromsoneone who is
not a nenber of the institution that is conducting the
research, | nmean, inny IRB, all the two nmenbers are, you
know, they are enpl oyees, they are faculty nenbers, or
sonet hi ng

And | just think it is alittle bit different
if you are sitting there because, you know, you are from
the community.

And also | think it is not that big a deal, if
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you have a protocol being sent to you, to say, even if
there is no one on your conmttee that is an expert in
this, to send it out for review to whatever--an advocacy
group, or sonething--to say, "Does it make sense to you?
Do you have any serious objections concerning this
protocol to be simlar enough to the other protocol, and
the sort of second-Ilevel consent that should be included?"

| amjust concerned that, you know, that at
the IRB they get about three mnutes per protocol. And,
you know, they are basically, you know, is this nunber 18
or 17?7 And they can't really give-- It is very hard for
themto give every protocol the attention that they m ght
want to give under, you know, nore ideal circunstances.

So that is really sonething that, you know,
our other subcommttee is working on. But | amnot-- You
know, |I amjust cautious here.

DR MJRRAY: Well, has this discussion gotten
to the point where we can go back and begin to think about
boxes? W are still on 1b as far as I know Sonebody
el se take the track.

DR GREIDER But 1b=1f, so we are getting
ahead.

DR MJRRAY: Yes, we nmay be. Yes.

DR EMANUEL: Well, we have el aborat ed
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DR MJRRAY: Ckay. But can sonebody hel p ne
at least--and Kathi and whoever else is going to be in
charge with being our scribe--with what we are saying
about 1b?

First of all, no research on identifiable
sanpl es wi thout consent. Are we saying that?

DR EMANUEL: Yes.

DR MJRRAY: Does everybody agree on that?
And that is true of 1b and 1f. Ckay.

V¢ have el aborated sone of the conplexities
there. | nean, is it really the same study or is it a
different study? | mean, we may want to suggest a
specific process and we have sone of the ingredients for
that. But | guess that is really the answer, isn't it?

DR EMANLEL: Unh- huh.

DR MJRRAY: No research wi thout appropriate

consent.

DR GREIDER | nean, | think that it was very

hel pful that Steve outlined the sort of 1, 2, 3. The
consent for this specific study; consent for something
very closely related to this kind of study, but not the

third one which is the conpl ete anyt hi ng.

DR MJRRAY: Well, that is why | used the word
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appropriate. Wat counts as appropriate w ll depend on,
you know, what is the understanding that we can reasonably
read into--

DR GREIDER But having those categories
outlined in that way, | think we are going to get back to
t hem when we get to le--

DR MJRRAY: Well, | think--

DR GREIDER W discussed that those three
categories were useful categories, so nmaybe havi ng them go
t hroughout the chart mght be worth keeping in mnd,
rather than just using descriptive terns.

DR MJRRAY: R ght. kay.

DR EVANLEL: | nean, it seens to ne that
qualifies as--in ny mnd--full, informed consent. You
have a delineation of the objectives of the study, the
ri sks and benefits of the study, the alternatives and, you
know, whereas either a specific study or a class of
studies. And | guess inny mnd that is full, inforned
consent .

DR MJRRAY: (Ckay.

DR LO Are we going to-- Are we going to a
surrogate consent for children and adults who | ack
deci si on- maki ng capacity?

DR MJRRAY: Are we going to all ow surrogates?
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It seens-- And this is in identifiable sanpl es?

DR LO  Yes.

DR MJRRAY: kay. Let ne-- Let ne offer an
answer. Yes. Just as you would for any other research on
human bei ngs.

Trish, what do you think?

M5. BACKLAR Yes. Yes. | agree. But |
think the process-- W are thinking through very
careful |y about who those surrogates m ght be, how they
m ght be educated, or they mght know or not know, and we
are al so thinking of other safeguards, not sinply the
surrogat e deci si on- naker.

Even in this case it may not be in the same
kind of safeguards that you woul d want because there are
differences in the kind of research that we are
considering, and that is inportant to identify those
di ff erences.

DR LO Just to play devil's advocate, |
mean, two things we shoul d probably think about.

(ne, with regard to genetic research, what if
| amthe person giving consent for ny parent who is
decisionally inpaired, for ny child, what | amhoping to
gain for nyself may not necessarily be what is |owrisk

for sonebody else in ny famly, so there is at |east a
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potential for conflict of interest.

M5. BACKLAR And particularly, in terns of
one thinks perhaps of a child, because that may be in the
future, which mght be very different informati on that you
get than you even mght expect at this particular point,
and when the child is an adult they may not w sh to have
this, or they wish nore, or whatever

DR LO And you can. Renenber, there are
concerns about whether-- Well, thisisn't-- 1In a
clinical setting, whether parents should be allowed to
consent to clinical testing for genetic, you know, genetic
predi spositions as opposed to | ate-onset, as opposed to
waiting for a child to reach maturity.

The second point | think we need to think of
again is the enpirical evidence that suggests that when,
at least in the denentia setting with adults, when you ask
their famly nenbers to give surrogate consent, they often
do not, at least currently, or when the study was done,
act according to what the patient woul d have wanted, or
what is in the best interest of the patient.

M5. BACKLAR Actually, there are sone ot her
st udi es now whi ch negate that.

G eg Sachs(?) has a study in denentia--an

interesting denentia study--in which there was an
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interesting correl ati on between what the patient wanted
and the surrogate wanted, which is another issue that we
haven't dealt with here.

And that is that many of these people nmay be
able to give assent and yet not conplete infornmed consent,
the way we identify w th sonebody who has conpl ete
capacity, both a child and an adult, who nmay have
questionabl e capacity still may be able to have sone
understanding. And you woul dn't want to-- You woul d want
to be able to get that as well as the surrogate.

DR ENVANUEL: But that is our current
standard. | nean, when we tal k about full, inforned
consent that is what we nean. R ght? |If you are dealing
with a 14-year-old child, that is what we nean. Right?
You have to get that kind of assent.

| think-- | mean, ny viewis these boxes,
these 1b and 1f, are not really any different fromwat we
do now.

M5. BACKLAR But that is what | amtrying to
get people to say. Howis it different?

DR EVANLEL: | don't want it to be different
in these boxes. 1In those two particular boxes, | don't
think they should be different.

M5. BACKLAR What you are tal king about
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though is the research is different. |Is that correct? |Is

that what you are saying that is different? Wat is

di fferent then?
DR

fromthe current

o

5 3

=

are 2 and 3.

35 3 3

=

EMANUEL: Different fromwhat? Different
situation?

BACKLAR  Yes.

MURRAY:  Not hi ng.

EMANUEL: Not hing. The answer is not hing.
BACKLAR  Ckay.

GREIDER Wiat is different is that there
EVMANUEL:  Yes.

GREIDER W are adding extra col utms on.
BACKLAR R ght.

GREIDER I n the one--

HOLTZNMAN  To the extent that one thinks

the current standard--

V5.

wasn't so different,

MR

BACKLAR:

HOLTZVAN

But we also heard that 2 and 3

not necessarily, just genetic.

From each ot her?

MS. BACKLAR R ght.

MR

HOLTZVAN

From each ot her.

To the extent-- | think to the extent that we

feel the current situation could use inproving, wth
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respect to what is sought in the way of surrogate
approval s, what that process should | ook Iike, what is
sought of children--all right?--whatever one cones up with
there, in terns of protection of subjects, we would say
woul d equal ly apply in 1b, f, and, probably by the tine we
are finished, 1d, for what it is worth.

But having said that, Bernie has raised the
case that has come up in the context of genetics research
which | think is actually not a genetics issue--it is a
nore broad issue--which is when the nature of the test or
the research can reveal sonething about the subjects which
only has an inplication later inlife and, in such
instance, can an adult either, A approve their childs
participation in such a study or, if they can, do they
then have to withhold fromthat child the information
gained in the study?

Sonme have advocated, you know, taking in the
clinical test exanple, you can't get your kid, you can't
consent for your kid to get a Huntington's test. Ful
stop. Al right? That is the current position of the
Hunti ngton's comunity.

So when we are talking-- Again, you could say
whatever is the case in general for consent; we wll just

say that applies here. R ght? But do we have an opinion
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tal king about what is and is not consentabl e?

DR EVANLEL: | would-- M/ own viewis we
should try to pass over those things in silence. W
shoul d focus in-- W should focus in on where we are
going to make our contribution, and not re-hash somnething
where | don't think it is of the essence of what we are
| ooking at. That would be ny preference. Because it is a
whol e ot her issue which has taken a | ot of other people a
lot of time, and | amafraid it mght side-track us.

DR GREIDER | nean, another way of saying it
is what Larry said; is that we are | ooking at the fl oor
here, not the ceiling. R ght? Wiatever things you are
tal king about would be in addition; wuld be nore
protections- -

DR ENMANUEL: Certain paraneters.

DR GREIDER --that could be added on top of
what we are doing here. R ght?

DR LO | would want to argue--at |east have
us think about--the contrary position, which is that, to
the extent that peopl e have concerns, whether m sinforned
or otherw se, about the nature of genetic testing, genetic
research; that, you know, if ny child gets tested and is,

you know, is part of research tied with high chol esterol,
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that is not as potentially stigmatizing. No one thinks it
isreally determnative or dispositive the way-- You
know, if you really get the gene it mght be.

And so | think we need to deal with all the
sort of preconceptions of prejudices and assunptions that
may nmake a difference with this kind of research conpared
to other kinds of research we mght be doi ng.

If what we are saying is the floor is-- W
think the current guidelines for all clinical research are
fine, with regard to this particular type of clinica
research, then we ought to be prepared to answer the
obj ections that sone may raise that, "Wll, wait a mnute;
aren't there things about DNA testing on stored sanples
that is different than epi dem ol ogical testing or protein,
you know, narker testing?"

DR MJRRAY: | guess--

DR LQO You nmay be right.

DR MJRRAY: --1 favor sonething in between
passing over in conplete silence and trying to deliver the
definitive ground-breaking rule.

What | would say is let us lay out our basic
structure, basic rules, and admt that there are certain,
you know, conplexities upon this, like a test for, you

know, the one-year-old child for Huntington's.
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And then refer to the existing literature on
it and nmaybe not attenpt to say anything new about it but
say, you know, the IRBs and researchers and famlies ought
to be anare that there are levels of conplexity in this
kind of case. And | think we will have a fairly finite

and probably not a long Iist of those conplexities.

Wul d you be- -
DR EMANLEL: Yes. | mean, to acknow edge
that these things exist is absolutely essential. But

reanal yzing the justification for each one of those I
think would be a mstake here. That is what | neant.

DR MJRRAY: | agree with that.

MR HOLTZMAN.  But | think Bernie raises
sonmet hing that has been a lot on ny mnd, and that is we
have pretty nmuch, as a conm ssion, every tine we have
taken on the subject concluded that we would like to
explore the nyth of the genetic exceptionalism R ght?

DR MJRRAY:  Unh- huh.

MR HOLTZMAN And this is the first product
of the Genetic Subcommttee. And | think we have to take
t hat head-on probably because we were tasked w th | ooki ng
at genetic testing of sanples, and we are com ng back
tal king about testing of sanples. Wy have we taken that

posi tion?
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And there are nmany inplications that conme out
of it. One particular oneis, if you think that there is
sonet hi ng speci al that ought to be done in terns of
consenting to test for children where the inplication is
later inlife--all right?--that is true regardl ess of
whether it is a genetic test.

DR MJRRAY: Absolutely.

MR HOLTZMAN  So that is one instance.

DR MJRRAY: Yes. | agree.

MR HOLTZMAN W have anot her one which is
when one tal ks about consenting to classes of research.

So if you |l ook at the National Breast Cancer Coalition
consent, one of the classes of research they talk about is
genetic research. | think what we are saying is that that
is a meani ngless class. That is the nost strident

posi tion.

DR EVANUEL: But | would actually-- | think,
bef ore junpi ng ahead, part of the outline does take into
account that. And | guess | would add ny voice to those |
guess who are saying that, you know, we shoul d nake cl ear
that we are dealing with the whole-- W are tal ki ng about
testing, not just genetic testing, and that, in many
cases, the inplications are the sane, and one need not- -

That that distinction is not necessarily that hel pful to
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us.

DR MJRRAY: Yes. Good. W are--

| amgoing to recogni ze Larry.

And then | want to see if we are ready to nove
on to the next step. It sounds to ne |ike we have got 1b,
d, and f. Do we have different rules for then? Do we
have the same rul es?

DR CGREIDER 1b, we still have the case of
the dead. W haven't said anything about that yet.

DR . The case of the dead?

DR GREIDER | hate to raise the issue but--

DR MJRRAY: Weéll, how about the living
persons; 1b, d, and f. First of all, are they the same?
That is nunber one.

DR EVANUEL: Well, | would say | think we
shoul d hold out on d. | amnuch nore convinced about f.

DR MJRRAY: b and f are the sane?

DR EVANUEL: Yes. Hold out on d, because |
amnot sure that we have--

DR GREIDER  b=f.

DR MJRRAY: Well, okay. Explain to ne why d
is-- No. UWsing letters gets confusing.

Explain to me why sanples that we got in a

clinical setting, why we wouldn't ask of those sanpl es,
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when they are to be used in an identifiable fashion, why
we woul dn't require that they get specific consent? |
don't understand. That, | don't get. Because that is the
standard we set for b and f.

MR HOLTZMAN And the majority of b were
collected in a clinical context.

DR MJRRAY: R ght, right, right.

DR EVANLEL: Al right. | wll agree.

DR MJRRAY: | think we should stop the
neeting right here. | amnot usually that persuasive.

b, d and f, 1b, d, and f ook pretty nuch the
sanme to us then.

Carol raises the problemof what do you do
when a subject is deceased, which--

DR GREIDER Pretty nuch only b.

M5. BACKLAR d.

DR GREIDER Well, | mean, the people-- The
ot her ones can die as well | guess.

DR MJRRAY: Yes. It is-- Yes and no. |
mean, sanples collected in the future may include, say,
"Pl ease contact nme again.”" And then they are dead the
next tine you go to contact them So it does and it
doesn' t.

M5. BACKLAR But then they woul d | apse back
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then into previously collected sanpl es because--

DR MJRRAY: Wll, no, because they have been
collected with a nore robust consent.

DR GREIDER Right.

DR MJRRAY: But they may want-- And we nay
in fact want to apply the sane principle to dealing with
deceased subjects in all classes. W nay.

DR GREIDER So ny proposal for the deceased
subjects in 1b would be to nove themto la.

DR EMANLEL: As if it were anonynous?

DR GREIDER  Un- huh.

DR ENVANLEL: Even though it is going to be
identifiable?

DR GREIDER No. Anonym ze them

DR EMANLEL: No. But if you are doing a
famly pedigree, there is no way of anonym zing them for
exanpl e.

DR MJRRAY: Yes.

DR ENVANLEL: | guess that is the sanple--

M5. KRAMER Well, if you are doing a famly
pedi gree, haven't you gotten consent fromthe other
nmenbers of the famly? In other words, you wouldn't be
running the risk of--

DR EMANUEL: Well, there could be holes in
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that consent process. | nean, one needs to-- You know,
you coul d have parents--right?--both of whom are dead.

You coul d have one sister who agrees and one sister who
doesn't want a test, and maybe a third sister who you have
yet to contact.

M5. KRAMER Are you able to go ahead under
t hose circunst ances?

DR EVANLEL: Well, you are certainly able to
go ahead with that sister and maybe her chil dren.

DR MJRRAY: Wat is the current practice and
what are the federal rules about dealing with those?

Mar k?

DR SCBEL: The federal rules do not apply--

REPCRTER  Wul d you go to a m crophone,
pl ease?

DR SCBEL: The federal rules do not apply to
sanpl es from peopl e who are no longer living, therefore
autopsy material is exenpt fromthe current rules, as are
sanpl es that are currently in archives frompeople who are
deceased. And, you know, you have to think of how far
back you are going to go to try to track, and how you are
going to figure out who is the responsible individual.

DR MJRRAY: Put it the other way. A famly

cones right to your hospital and says, "I know that so and
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so--ny father--died while, you know, in this hospital and
| have been told that there may be sanples. W would |ike
to have use of themin a pedigree study that an
investigator is conducting.” Wat do you do?

DR SCBEL: There is no rul e against doing
that, but I imagine that nost hospitals would hesitate
before automatically releasing that information, and I
woul d think that at | east sone of themare going to buck
that up to an I RB or sone review board for approval. But
technically there is no | aw agai nst sonmebody doi ng that.

And usual ly, at least in current tinme, when
people go into the hospital they sign a formand they
designate a surrogate, and then that surrogate can be
contacted or, if you are the designated proxy, then you
are contacted as the responsi bl e person.

(S mul t aneous di scussi on.)

DR ENVANUEL: You nust have had a peculiar NH
experi ence.

DR SCBEL: No, actually. | am- M sister
di ed and she always |isted ne as the person to contact in
case of an energency, or she was part of the Quttman(?)
Institute Study and | was listed as the person to contact
shoul d anyt hi ng happen to her so, therefore, | have the

authority to rel ease her records for a study. And so | am
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contacted, and have been, to give that approval. But that
is a research study; that was not a clinical care.

DR MJRRAY: Thanks, Mark.

DR SCBEL: But there is no federal rule that
regul ates any material from deceased individuals.

DR MJRRAY: Carol, do you feel |ike you have
an answer or enough information on which to nake sone
recomrendati ons about how to deal w th deceased subjects?
VW could just say as it is dealt with now, which is there
are no rules.

DR GREIDER | don't have a particul ar issue
here. | mean, | think we need to discuss it though just
because we haven't discussed it, and that whol e category
there. |If people feel confortable with having it be--
what ever you want to do in many of the categories--which
is as the regulation is now

DR MIKE Wuldn't it depend on whether the
research has inplications for a blood relative? | mean
if it is research just on the dead person, and there is no
extension of that research to the immediately famly, it
IS not an issue.

DR GREIDER But of course it could be an
i ssue because we are tal king about pedi grees here, so that

is going to have inplications to all the relatives.
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DR MIKE But--no--but we are dealing with
ti ssue sanples as a generic issue.

DR GREIDER  Yes.

DR EVANLEL: | nean, let us just look. If
you are-- |f you have died and your tissue is going to be
used i n an anonynous nanner--all right?--we don't have a
problemwith that. R ght? | nean, we have got a system
where it doesn't require a seance to get your consent.

(Laughter.)

DR EMANLEL: 1b, you know, you are going to
identify that person--

MR HOLTZMAN  So we wi |l have a seance.

(Laughter.)

DR MIKE | was going to say only dead
researchers could conduct it.

(Laughter.)

DR GREIDER There are sone good ones.

DR EMANUEL: But you are only going to-- |
nmean, the inplications there are going to be for-- Right.
| guess the issue is if you are dead you can't be harned.
Rght? | mean, the idea is that you can't be harned.

R ght?
There are no risks and no benefits to you, but

soneone related to you. | nean, presunably the reason for
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doing it identifiable is that sonmeone related to you coul d
get benefits and harns.

DR GREIDER That is the only reason for
doing identifiable research--

DR ENVANUEL: Yes. R ght.

DR GREIDER --on a dead person? R ght?

DR EMANUEL: R ght.

DR GREIDER There are no benefits to a dead
person; to do research on them The only people that--

DR MIKE Not that we know about at this
present tine.

DR GREIDER The only people that are
benefitted or harnmed are the rel atives.

DR MJRRAY: Right.

DR EMANUEL: Yes.

DR GREIDER So that is what you are dealing
with, no matter whether you are doing genetic or non-
genetic, whatever you are doi ng.

DR MIKE But when you do those studies, do
you usually do it in isolation fromstudi es on other

famly menbers? They are done usually--

DR EMANUEL: | don't know Not if it is
going to be identifiable. | mean, the only reason to have
soneone as identifiable is-- | nean, in those cases, it

229
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is usually potentially identifiable because you want to
[ink them

DR MIKE So--yes--so you would be-- The
research woul d al so include using other subjects that are
related to the dead person?

DR EMANUEL: R ght.

DR MIKE Wll, then, doesn't that solve the
problemif you have to have the individual--

DR EMANUEL: But you assune consent
t hroughout the famly. | nean | think, at very real
tinmes, there isn't. Not everyone agrees.

DR MIKE But, what-- WVait, wait, wait. |If
you are starting off with a dead person's tissue, and you
are going to do famly pedi gree studies where it nust
i nvol ve other famly menbers--

DR ENVANUEL: But say one sister wants to go
through with the study, but one sister doesn't. W have
that case at the Dana-Farber now.

DR MIKE Gkay. No, no. But | amsaying is
that so you conduct your study with the one who consents
and you don't conduct the study with the one that doesn't.

DR GREIDER But what do you do with the dead
per son?

DR MIKE Wll, fromny point of viewthen,
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if some nenbers consent, then it is okay to use the dead
person's tissue because you are getting sone nodi cum of
consent and you can design your study around it.

M5. KRAMER | amgoing to toss a coin.

(Laughter.)

DR LQO But there is another problem
Suppose the dead person, while alive, had said, "I don't
want to be a participant in this type of research.™

DR MIKE \Wll, then they | ose.

DR GREIDER That is clear.

DR MJRRAY: Qur initial rule is that you
don't use it--

(S mul t aneous di scussi on.)

DR MJRRAY: | would say yes.

DR ENMANLEL: It tracks.

DR MJRRAY: |t survives.

DR LQO But is that different than the
current federal regul ation?

DR MJRRAY: Is it?

DR LQO MNow ny understanding is the current
federal regulation says nothing, so nothing would prevent
you fromdoing it.

DR SCBEL: | don't think you--(Inaudible.)

DR MJRRAY: Yes. V¢ don't want to create a

231
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situation in which, when you have got bal ky subjects,
where the researcher has an initiative to knock them of f
in order to be able to conduct the research.

(Laughter.)

DR SCBEL: Yes. There is a federal rule that
says there is no--basically, in essence--no protection if
you are deceased.

(n the other hand, hospitals do not do
aut opsi es- -

EMANUEL: On ever ybody

SCBEL: --w thout perm ssion.

3 3 3

GREIDER  Right.

DR SCBEL: And they don't have to actually
ask for that permssion, but they all do because they know
that there would be hell to pay. And so, in fact, in
practice--

DR EVANUEL: Well, no. Wait, wait, wait.

DR SCBEL: --the famly gives, even if an
i ndi vi dual gives permssion for an autopsy to be
perfornmed, if a famly nenber objects to that, very often
there is a hesitation before proceedi ng.

DR ENVANUEL: But that is because the famly
owns, by common | aw, owns the body.

DR SCBEL: Yes. But, you know -
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DR EVANLEL: That is a different story. It
is not--

DR MIKE Look. There are going to be a |ot
of cases where tissue has been coll ected, the daughter
said, "I don't want it used for research.” By the tinme
the tissue is about to be used, that person is dead. W
are still going to honor that w sh

DR MJRRAY: | would say we shoul d honor that.
| would be willing to go on the record and put it as one
of our recommendati ons.

Yes?

M5. HANNA: | was just going to suggest naybe
this is an area where staff can try and find out for you
whet her there is existing regul ation and whet her the
UniformAnatomcal Gft Act has any rel evance here. So we
can find out.

DR MJRRAY: Al right. Can we--

DR GREIDER But we still need to nmake a
deci sion about what we think it should be, regardl ess of
what it is.

DR MJRRAY: So this is not a dead issue.

(Laughter.)

DR EMANLEL: | think we should put it aside

and try to fill in nore boxes because | don't think it is
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an-- | mean, it is an inportant issue, but | don't think
it is quantitatively and qualitatively that difficult.

DR MJRRAY: (Ckay.

DR GREIDER | guess we will cone back to it.

DR MJRRAY: | amsensing a general agreenent
on Zeke's point. Let us go on. Let us go on.

Do we know now what we are doing in 1a?

DR GREIDER  Yes.

DR MJRRAY: 1b, d, and f? W al so know what

we are doing in 1e? Do we?

=]

MR HOLTZMAN  What do we have going in le?

DR MJRRAY: And what about 1d?

DR GREIDER | amsorry.

MR HOLTZVMAN  Wat do we have--

DR MJRRAY: lc.

DR GREIDER It is c and e that we have to
do.

DR MJRRAY: c and e.

MR HOLTZVMAN. Wat do we have in 1e?

DR LQO Ceneral consensus.

DR GREIDER | think we have what you said,
St eve.

LO  Yes.

GREIDER  Your three-part--
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DR MJRRAY: Well, we have--

DR GREIDER  Your three-part consent.
Specific, specific general to the disease, and anyt hi ng.
That is what--

MR HOLTZMAN And all of those can be
avai | abl e.

DR GREIDER That is what | understood us at
| east di scussi ng.

MR HOLTZMAN R ght.

DR MJRRAY: And we have actual |y someone with
us froml think the National Action Pl an on Breast Cancer
and- -

HOLTZVMAN  Then |l et us nove on to 1c.
EMANUEL: | don't think so.

MURRAY: He just wal ked out ?

3 3 3 3

GREIDER That is relevant to 1le.

=

HOLTZMAN  No. The National Breast Cancer
is relevant to lc.

DR GREIDER 1c.

MR HOLTZMAN  1c. Not le. Wiat | have
descri bed is paradigmle. Ckay?

DR EMANLEL: 1Is what | would call a general
kind of consent.

MR HOLTZMAN Were that in--
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DR EVANLEL: Wth a--

MR HOLTZMAN --if what you are seeking is to
do anonym zed research that you may get informed consent
to wi de open anything that--

DR EVMANUEL: Correct. And that woul d be
perfectly fine. So you would have the possibility of
delineating the objectives of the research in a very broad
and open-ended nanner.

MR HOLTZMAN R ght.

DR EMANLEL: Yes. | would classify that as
general consent.

MR HOLTZMAN R ght.

DR EVANUEL: W ereas | amnot sure that we
even need that for 1c, but we can tal k about that.

MR HOLTZMAN R ght. That is all that is
left. Al right.

DR MJRRAY: | amsorry. It sounds like a
wonder ful agreenent was reached. | was unfortunately
engaged in figuring out howto get Debbi e Sasl ow here.
Wiat was-- Coul d soneone- -

DR EVANUEL: Well, for box 1le, |IRB review

DR MJRRAY: Yes.

DR ENMANLEL: That is, you know, the right box

and review of the research studies, and a general consent.
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DR MJRRAY: |s adequate?

DR EMANUEL: Yes.

DR MJRRAY: Yes. Do we all agree on that?
And | think we can articulate the principles pretty
clearly on that.

MR HOLTZMAN But let ne just get clear.
General consent is the thinnest formof consent, right?

DR EMANLEL: Unh- huh.

MR HOLTZMAN So we are not advocating-- We
are not advocating that, if one wants to undertake, even
in an anonym zed fashion, a research study, that you
should go in and say to soneone, "W just want to conduct
sonme research.” R ght?

V¢ woul d advocate that, to the extent you know
the study--right?--that you articulated in detail, et
cetera, et cetera, but what we are saying is that it is
okay, in this context, to al so seek a general consent, and
that a general consent is adequate for the future conduct
of research in an anonym zed fashi on.

DR EVANUEL: Well, let us just look at it.
You are collecting a sanple in the context of research
st udi es.

MR HOLTZMAN R ght.

DR EMANLEL: Ckay? $So you al ready have--
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The person is enrolling for a research study. So you have
an objective for the study, risks and benefits associ at ed
with that, but you can also ask for, in that context, we
are going to keep the sanple around for potential --

MR HOLTZMAN  For the file and for agreenent.

DR EMANLEL: Ckay. But, | nean, because it
is already in the context of research, you have to get an
i nfornmed consent - -

MR HOLTZMAN  For the specific.

DR ENMANUEL: --for the specific protocols.

DR MJRRAY: | think, if | understand Steve's
point, we need to be explicit about that requirenent.

MR HOLTZMAN R ght.

DR MJRRAY: That it is not enough to get a
vague general consent for the first use of it.

MR HOLTZNMAN  Yes.

DR MJRRAY: kay. That is-- W just need to
put that--

DR EVANUEL: Yes. That is a very good point.
Good poi nt.

DR MJRRAY: --clearly in the report.

DR LQ Then, to followon to that, | nean,
do we al so need--want--the sort of general consent to

i ncl ude sone di scussion of potential risks and benefits
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that mght prove and particul arly--(1lnaudible.)

DR © (Inaudible.)

DR LO So it is not just you can say, "Here
isny really detailed thing, infornmed consent, for ny
specific protocol," and you have got one page, or the
back, saying, "And, yes, Dr. Lo can do whatever el se he
wants in addition."

| mean, | should have to say, you know, the
ki nd of studies we are proposing mght have the follow ng
ki nd- -

DR MIKE But it is going to be done in an
anonynous manner. It is the anonynous one. It is e we
are | ooking at.

MR HOLTZMAN R ght. But | think what Bernie
is pointing tois the kind of risk that is pointed to in
t he National Breast Cancer consent--

DR LO Yes.

MR HOLTZMAN --where they say there are very
fewrisks. The greatest risk is the rel ease of
information. W are proposing its use in an anonym zed
fashion, but there is the informational |eak risk.

DR LO And also that we don't propose to get
back to you if we find anything that mght be pertinent to

your heal th because we have done this anonynously. R ght?
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DR GREIDER | think sone description of--

DR LO Wat it neans to be--

DR GREIDER  You know, we are going to have
this process to anonymze things, and it is going to be a
very robust process. And sone very brief, easy-to-
under stand description of that process should be in there
so that they understand what the protection is. The
doubl e-bl i nd study, or whatever. That the information
does not wal k back.

DR LG | nean, we should, as best we can,
| et themknow what is going to happen to their sanple, or
what the benefits and risks to themare.

DR ENMANLEL: Yes. But part of the point is
we don't know what tests are going to cone down. | nean,
we can't say in specific. | nean, if we could say in
specific, then we should get their consent.

DR MIKE But acknow edge- -

DR GREIDER But you can show -

DR MIKE Yes. Just describe what we nean
by anonynmous. That is all.

DR GREIDER You can say what the process is
that is there to protect them You don't have to say,
"Just trust us." You can say, "This is the process."

M5. BACKLAR But you al so have to be specific
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that the risks are unknown. That is something that
becones clear to us. Because you just said this; that the
ri sks are unknown. Wen you are getting a general consent
in this way, and you are not being specific, there may be
ri sks that you couldn't cal cul ate.

DR GREIDER If it is anonynous? Wat are
the unknown risks if it is anonynous?

M5. BACKLAR Al right. Al right.

DR GREIDER | amjust asking what.

MR HOLTZMAN | nean, the risk that is known
is that there could be an informational |eak

DR GREIDER Right.

MR HOLTZMAN  And if, in fact, what was later
done was sonet hing where the informational |eak could harm
you, then you m ght be harned.

M5. BACKLAR But al so the--

(S mul t aneous di scussi on.)

DR BACKLAR But also that you don't get
information back to you. There is sone risk in the fact
that you may not find out something that mght benefit you
to know.

DR MIKE Wll, that is in the general thing
about what anonynous is. | don't want to get into these

other kinds of really low probability risks. It is just
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i ke--sort of |ike--the initial discussions about informned
consent. | don't want to tell them absolutely every
possible thing that wll happen.

MR MJRRAY: R ght. There are parodies of
consent forns, you know, that you mght be hit by a
meteorite on your way to the research site and, you know,
can | tell you that there is a zero probability of that?
No. But can | assure you that it is very unlikely to
happen? Yes.

W can do the .01 Gates principle here. This
is that even Bill Gates spending one one-hundredth of 1
percent of his personal fortune probably couldn't find out
who you are. That woul d be a--

(Laughter.)

DR LG Well, on the other hand, | think that
the | ow probability--

REPCRTER Dr. Lo, could you use your
m cr ophone, pl ease?

DR LO On the other hand, | think that very
| ow probability of risk that nay have a significant sort
of bal ance for either benefit or harmto the extent we
antici pated them you know, we should try and di spose of
t hem

| nean, you know, there are procedures we do
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in nedicine where the risks of dying is very, very, very
small, but |I think that standard practice woul d say that
there is sonme risk of, you know, dying froman angi ogram

DR EMANLEL: Well, let us think through an
exanple. Let us think through an exanple for a second.

Al right?

VW are getting consent for Physicians Health
Study I'l. Al right? And we are going to get the
consent. And we are planning to do a series of tests very
specific for, you know, sone genetic determnants of
nyocardial infarction. But we are also going to bank a
tube of your blood. Ckay?

And we don't know what tests are com ng down
the |Iine when, you know, Carol and her coll eagues get done
with the human genone. But, you know, we m ght discover
ot her genes related to heart disease. W mght find out
that there are other tests we want to do on your bl ood
sanpl es. You know, a tendency to eat hi gh chol esterol
food, a tendency to |like wine. Watever. Wo knows what
it mght be.

And we are going to keep your thing and,
again, we don't know W mght |eak your nane but, in
general, you know-not in general--all the tests we are

going to do are going to be in an anonynous nanner on your
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sanple. You are never going to be identified or |inked
withit, tothe best of our ability.

What is the harmto that individual person
that we would identify? W are not going to get back to
themwith the results. W will publish the results and
| et the public know.

DR LO But see, but at |east you have said--
| mean, | think as long as the person consenting--

REPCRTER Dr. Lo, please?

DR LQO As long as the person consenting
understands that the risk that peopl e woul d be concerned
about is the bridge of confidentiality, and we have taken
a lot of precautions as are very detailed on pages 2-18,
or whatever, and we don't think it is going to happen.

| think that is pertinent to put in the
consent formunder the risks part. | mean, you put it in
context, but | think you don't say we don't know And you
don't say it can't happen. And you don't |leave it bl ank.

So, you know, | think we are agreei ng about
it. It is just howyou present it in a way that puts it
out there without scaring people; that it is going to be
nmore likely to happen than it, in fact, is. | think the
key is that you have taken a ot of precautions to make it

as tight a systemas you can.
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DR MJRRAY: | want to say one thing. It
woul d be okay | think for us to even sort of publish, as
an exanpl e, sonething |ike the NAPBC consent form M
intuition is we shouldn't draft the specific | anguage of a
new form It will quickly be outdated. There are peopl e
who are probably nore expert than we to draft the specific
| anguage.

| think we ought to say you need to discl ose
the risks in keeping with the standard, w dely accepted
principles of risk disclosure in research, but not attenpt
to provide the precise | anguage.

Now you may and are certainly free to disagree
with that.

Bette?

M. KRAMER | would think that one of the
things that would be the nost hel pful would be to not to
shrink fromusing sufficient words to have a ful
narrative that--excuse me--expounds sone of the things
that we have tal ked about here around--and ot her days
around--the tabl e.

So that fromthe | anguage, | think that those
who are reading it can get nore of a flavor of the kinds
of things that we felt were acceptable, the kinds of

things that we felt were necessary, even when we don't
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make a one, two, three specific recommendati on, or sign-
off on a particular consent form

DR GREIDER | think that there would be an
advant age to having a consent formto which researchers
could | ook for a nodel from-whether it is our body or
sonme ot her body--sonething that is, for instance,
avai |l abl e over the Wb, because a | ot of researchers
aren't necessarily expert in thinking about these kinds of
t hings that have been thought about and there can be very
good nodel consent forns which can be easily adapted to a
| ot of situations.

And | think it mght be advantageous for us to
at | east think about sone of those things, or |ook at
ot her people's forns; to have sonething available as a
nmodel. Qherw se you are throw ng everyone out there and
saying, "Start fromscratch,” and that is very difficult.

DR MJRRAY: Well, that is one reason | wanted
to put at least the NAPBC formin. And it would be nice
to have nore than one exanpl e of what we have regarded as
quite fine versions of it. W have help here at |east.

M5. El SVAN  Yes. You had asked ne-- You had
asked ne |last neeting to get you sone consent forns, and |
amstill in the process of collecting some of those, but I

have tried to get one fromeach of the categories that |
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had defined--clinical care versus |ongitudinal studies
versus clinical research

And so | have gathered a bunch of consent
forns fromthe NH for clinical research, as well as at
| east one | ongitudinal study so far--the Wnen's Health
Initiative--and al so general consent for procedural,

di agnostic procedures. And | should be able to get you
t hose copi es soon

DR EMANUEL: Well, you will definitely wil
see those before the next neeting, | think.

M5. El SVAN  Yes.

DR MJRRAY: Kathi?

M5. HANNA: | just wanted to add, too, that
CPRR routinely does this and, in fact, they are working on
tenplates with a nunber of institutes on trying to help
them get consent forns uniform NMore uniform consent
forns. So we maght--

DR MJRRAY: Wuuld it nake sense, Kathi, for
us to express our, you know, willingness to help in that
devel opnment? | mean, as individuals, maybe we shoul d do
t hat .

But to properly see that kind of organization
and the NAPBC as the right groups to actually do the

drafting. W could then publish, in a Wb site, in the
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report, several nodel s perhaps.

DR EVANUEL: And we should | ook at them
before we are willing to sign off.

DR MJRRAY: (Ch, absolutely. No, | nean, ones
that we thought were good ones obviously. | thought that
went w t hout saying.

DR GREIDER And then an alternative mght be
to take ones that we think are good ones and just spend,
you know, half an afternoon changi ng sonme things so that
we are really happy enough to say that we think that this
woul d be a nodel .

DR MJRRAY: But | guess ny idea was this is
very kind of texture-rich, and what is a good nodel for
this study isn't-- You have got to tinker with it to get
it right for this study. But that is ny experience.

DR LQO If | can nmake a suggestion. | think
that we mght view ourselves as sort of |ooking at the big
picture, sort of clarifying the rationale, and leaving it
to other groups who are nmuch nore involved with the day-

t o-day business of witing consent forns to work out what
t he nodel consent form should | ook Iike.

| think we shoul d nake a recomrendati on

per haps that sonebody, COPRR or sonebody at NHin the

Ethics Dvision, take this under their wing and really
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push it forward, but | don't think that we can make our
best contribution actually doing the actual | ooking at
different forns.

DR MIKE This sounds |ike the draft-loom ng
| egi sl ation di scussi on we had.

DR MJRRAY: Yes, it does. It does. Cood
remnder. Good remnder. And | think we-- | know the
call we nmade, | happen to think it was the right call that
we made, but not everybody may agree with that.

Carol, you |l ook |ike you want to say
sonet hi ng

DR GREIDER There was sonething that kind of
went by in the discussion a few mnutes ago that Trish
said that | just wanted to get a consensus around the
tabl e.

You said that if research is done in an
anonynous manner, and the researchers don't get back to
the individual with sonmething that mght be found with
their sanple, that that could be a harmto the individual
| had never considered that to be a harm that the
information did not go backwards.

Are there other people that woul d consi der
that that is actually a harmto the individual to not have

that information? That is-- Am| correct? That is what
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you said. That is what | heard you say.

DR LO Yes. | would agree, Carol. | would
characterize it nore under the benefit section. You know,
we want you to understand that you will obtain no direct
benefit in the sense that, if we find sonething that nay
have inplication for clinical care--if--we won't contact
you because we- -

DR GREIDER | see it as a non-benefit.

DR LO Rght. R ght.

DR GREIDER | don't see it as a harm but as
a non-benefit. So | amjust trying to see where ot her
peopl e are on that.

DR MJRRAY: Henrietta remnds ne that--and we
do have a draft report fromthe mni-hearings--that there
seens to be widely a broad, at least in the public groups
with which we spoke, understanding that if you di scover
sonet hing about nme in the course of research, that there
is sone sort of relationship. | can | aminterposing.

They felt they wanted to know about it. [If it could help
me, | want to know about it.

DR ENVANUEL: But, but, but, but, but--

DR MJRRAY: Now, that is a perception. W
need to understand that was a perception. W may have

good reasons for saying, |ook, the trade-off here woul d be
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versus nostly hypothetical and | ong-term hel p.

DR EVANLEL: | nean, | think this-- Let me
say, | think, first of all, this is a framng issue of how
you frane the question. | nmean, ask anybody if you find
sonet hing about nme in the course of research, shouldn't |
know? The answer to that is going to be, of course, yes.

And | think the problemhere is this
anonynous, you know. W are not actually finding anything
out about you. Al we are ever going to find out about it
is sanpl e nunber 179, and we can't actually go back unl ess
Wwe are going to say we want to nmake that encryption not
one way, but sem -perneabl e back the other way.

And | think we need to be clear about that

ki nd of choice. Then, you know, to be used in an

anonynous nmanner, but... And | think that is an
inmportant-- | nean, we haven't confronted that issue.
actual |y woul d suggest we lay it aside and try to fill in

nore boxes, because--

DR MJRRAY: | agree. But why don't we give
Tri sh--

M5. BACKLAR But | just want to say that this
is an inportant choice for this subject. The subject

needs to know.
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|, as a subject, would want to know what | am
wei ghi ng agai nst, one against the other. That is all.
And it isn't sinply a natter of framng the question. You
have to frame it in a way that you really give the
adequate information to the subject so that they
under st and, when they nake the choice, that they are
gi ving sonething up, one way or another. That is all.
want it quite clear.

DR MJRRAY: It is not clear they are giving
anything up. | would actually put it--

M5. BACKLAR Al right.

DR MJRRAY: | would put it even another way.
d ven what we know about the common m sunder st andi ng of
subjects in research, that it will benefit them to sort
of hold out the prospect of benefit by saying, "Look, if
we find out sonmething we will cone back and tell you,"
when we have no expectation of finding anything that wll
help them is that it nakes a kind of inplicit false
prom se there.

And, in some ways, we nmay be nore deceptive in
seduci ng peopl e into becomng parts of research projects
which will not benefit them It mght be a cleaner and
nore honest solution just to say, "Wen we anonynous your

sanple, there is no way to go back and tell you anything
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gets published in the literature, your clinician hears

about it, ultimately you |l earn about it."

DR EMANLEL: | neant not that people who are
consenting. It is a framng question there. That is
always true. | amtalking about the focus groups and what
we heard fromthe public. | mean, this is a classic case

of a fram ng probl em

And we heard fromJimthat, you know, there
was a big informational gap. And there is a very big
i nformational gap of peopl e understandi ng what anonynous
research is. So | just want-- | nean, that they want to
be re-contacted, | don't think all of the ripples that
that inplies are fully understood, especially when we get
into this, you know, anonynous research.

VW should-- | nean, you know, it is worth
stating that, you know, today if you, say, participate in
the Physicians Health Study and they do a study, they
don't go back to you and tell you your sanple cane out
this way. They don't. It is just not the way it is done.

And nost-- You know, at |east ny experience
is, when we have found out sone sensitive stuff about
particul ar people in a study, the IRB has told us, "No.

Don't do that. Don't go back. Don't be tenpted to." And
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it is. It is everyone's natural tenptation.
M5. BACKLAR But that is the point; to make
it very clear.

DR MJRRAY: Even though I aminclined to say

don't nake such promses and don't do it, | understand the
appeal - -

M5. BACKLAR | am not asking--

DR MJRRAY: --and the under st andi ng.

M5. BACKLAR --to nmake prom ses.

DR MRRAY: Right.

o

BACKLAR | want peopl e to understand what
it really is about--

DR MJRRAY: Yes. | amagreeing with Trish;
that | think this is an issue that we can't just dispose
of --not today--and | think we need to have it on the
agenda for the next neeting.

M5. BACKLAR And | think it is interesting
that the focus groups clearly--

DR MJRRAY: Yes. That is part--

M5. BACKLAR --perceive that.

DR MJRRAY: That is part of ny--

M5. BACKLAR And sone of your concerns are
right in being rooted in that. Wuat we are finding out

that people think; that there will be advantages. But
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DR MJRRAY: Can we put that aside--if there
is one last comment--and nove on to the boxes?

DR LO | would like to make one | ast
comment. | mean, nost of the protocols | have been
involved with say there will be no direct benefit to you
as an individual. There may be sone indirect benefits;
that scientists may discover things. But you try to nake
it very clear that you personally are not going to benefit
fromthis research, if it is this kind of study.

DR MJRRAY: | have recogni zed soneone in the
audi ence. Wuld you please identify yoursel f?

M5. GOLDSTEIN M nane is Melissa ol dstein.
| ama Geenwall Fellow at Johns Hopkins. | amalso a
lawyer. | would like to revisit the issue of the nodel
i nformed consent form

| think that a nodel given your stanp of
approval --the comm ssi on stanp of approval --woul d be
tremendously useful. | think there is a tremendous
reliance on nodel forns in the legal comunity. And
think that often tines it mght be a risk nmanagenent
attorney actually approving an inforned consent formto be
used by a particul ar hospital and nedi cal school, so

just wanted to throw that in there.
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DR MJRRAY: Thank you.
Wiere are we on the boxes? W have--
DR EMANLEL: Well, the nost inportant box now
is 1c.
MR HOLTZMAN  Wiich we can frane, it seens to

nme, as given that a and e are essentially identical, then

we-- Vell, no. | amsorry.
DR EVMANUEL: No.
DR GREIDER  No, no, no.
DR EMANUEL: Not at all.
DR GREIDER b and f.
MR HOLTZNMAN  Yes.

Wiy would we treat ¢ nore favorably in terns
of the consent than e? 1Is there any principle of reason
why it is going to be thinner consent for 1c than le, or
is it a pragmati c argunent?

DR EMANLEL: Well, we had been tal ki ng about
the idea of presuned consent with an opt out.

MR HOLTZMAN R ght. Wichis, in sone
sense- -

EMANUEL:  Thi nner .
HOLTZVAN - -t hi nner.

EMANUEL:  Yes.

2 3 3 3

HOLTZMAN Al right. So if we are going
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DR EVANLEL: Well, | nean, sone of the
reasons we have heard is that the nonent of clinica
interaction is not a good nonent for informed consent.

You just don't get informed consent.

And to nake it a charade where peopl e think
t hey, you know, feel good because they are getting a sign-
off, may not be sufficient; that, in fact, the
practicality undermnes the aspiration is one idea.

And nmaking it presunme puts a different
under st andi ng on what nmaybe the social contract is between
people in the clinical context.

| think there is also that idea, which
menti oned when we were discussing la, of whether, in fact,
people still viewthese itens as their own possession.

Again, that doesn't seemto be the way they
are reacting to themin the clinical context, whereas an
opt out does give themthe option of comng back to us and
saying, you know, that isn't. You know, | do viewthis as
sonehow attached to ne.

DR MIKE | sort of see where you are
getting at, Steve, where--

MR HOLTZMAN | amsorry.

DR MIKE W nay understand the reasons why
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Zeke did it that way, but to the outsider it |ooked
different.

And one of the suggestions | nade to Zeke, in
terns of his opt out inforned consent, is that we had
tal ked at the |ast meeting about, upon di scharge, they
woul d be sent out. |If they didn't send it back in, it
woul d be- -

| had suggested that, since the problemis
that the research thing is buried in the overall consent
formitself, that we put the research thing after the
signature for the general surgical consent and they just
have another section right after that where you say, "(h,
by the way, your tissue nay be used for research. Do you
want to sign this part, too?"

And it seened to ne that woul d be a sinple way
of curing it and then you wouldn't have to do the foll ow

up on the outside. And so we are just looking at a way of

trying to put nore spotlight onit. |In that way, then you
woul d still have the general consent rather than an opt
out.

MR HOLTZMAN R ght. And we | ooked at what
the National Action Plan on Breast Cancer has proposed.
This is for situation 1c. R ght? 1Is that correct?

DR GREIDER  Yes.
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DR GREIDER It is for lc.

MR HOLTZMAN And so what they are saying is
go beyond just the general consent and get a little nore
speci fic.

So | amgoing to take the recomrendation here
to be that, even in the clinical context, a de m ni nus
questionnaire of this nature, at this level, is sonething
which is accessi bl e and reasonable. Do we believe that?

O do we believe the current argunent, if you
will, that in the clinical context the people are so
unf ocused and focused on other things that they won't be
able to respond to sonmething like this and, therefore, you
either go to an opt out, or you go to sonmething like Larry
just said, or you look for the consent |ater, or whatever

DR EMANUEL: Well, | am-

MR HOLTZMAN | amjust trying to do-- W
are runni ng out of tine so--

DR EVANLEL: | think one possibility is
imagine we give this during the consent to the surgery or
bi opsy, or to the bl ood sanple. People are going to fee
pressured to sign it, we have heard. People aren't going
to give it due considerati on because they are worried

about recovering fromtheir surgery.
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The reason to go to an opt out, rather than an
opt in, is the presunption that we will use it unless--
But give themthis real opportunity at a better nonent in
tinme where they can give it their full attention.

| woul d, however, caution ny fellow
commssioners again. Wen | tried to wite thisin a
generic way, not specific to wonmen getting breast cancer,
you know, lines 1, 2--it says 1, 1, 1 in mne--but | think
question 1, question 2, question 3, it gets much harder.
Ckay?

You know, | go in for tonsillectony. R ght?
M/ tissue may be used to |learn care to prevent tonsi
problens. You know, it just doesn't-- You don't want it
that specific, | take it. It becones a difficult issue.

| would say | amglad to see this revision. |
didn't focus inonit thinking it was the same as the one
we had seen al nost a year ago, but we have renoved the
genetics/not-genetics issue. | comend you.

DR MJRRAY: Debbie apparently is out on a
conference call at the nonent.

M5. NORRIS: Do you need her to conme back in?

DR MJRRAY: It would be useful | think, Pat,
if she could tear herself away.

DR LO And when is the-- Wen is it
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pr oposed- -
REPCRTER M cr ophone, pl ease.
DR LO Wen is it proposed that this consent

formbe used? Is it with the consent for the vasectony?

Is it--

M5. KRAMER No. In 1c. You nean--

(S mul t aneous di scussi on.)

DR GREIDER Wen in tine.

DR LO MNo. Wen in tine?

DR GREIDER Wen in tine.

M5. KRAMER Oh, when intinme. Ch, | am
sorry.

DR MJRRAY: Al right.

Thank you for joining us. Wy don't you ask
your question again, Bernie?

DR LQO ne question | had was the consent
formthat we are given, the proposed final consent form
at what point in a wonman's care woul d you see this consent
formbeing used? At the time of consent to the surgery--

M5. SASLON  Yes.

DR LO --or after the fact?

M5. SASLON And during focus group testing,
peopl e responded that they woul d want several days before

the actually surgery not, you know, on the table going in.
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And that they would want it presented by their doctor
preferably, but otherw se by one of the nurses. To have a
chance to go hone, talk about it with their famly, talk
to the famly about it, and then decide if they wanted to
signit.

DR LO So you would give it out at the pre-
hospitalization visit and then the patient woul d have to
return it when they cane to the hospital

How woul d you envi sion this working--ot her
condi tions--where the surgery nmay be done on al nost an
enmergency basis, where you woul dn't have that several -days
w ndow of goi ng honme and thi nki ng about it?

MS. SASLOWN | think--

DR LQO The patient presents wth abdom nal
synptons, needs an energency operation, turns out to have
col on cancer, and fromthe time they got sick to the tine
of surgery they have been in the hospital under stress
worried about their condition.

M5. SASLON Wl |, renenber that we devel oped
this for breast cancer, so--

DR LO MNo. W are asking you to help us
her e.

M5. SASLON Wiere they are given the biopsy.

But I think the idea is that, right now, the
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surgi cal consent formhas, somewhere in the fine print at
the end, whatever tissue we take out is ours to do with
what ever we please. And it was to address that.

And there will be collaboration wth surgeons,
as there has been throughout the process, on howto
i npl ement this because it may not be possible even, you
know, for a typical biopsy.

The surgeons may not be willing or able to
i npl ement a systemof doing it before but, at any rate, it
shoul d be separate fromthe surgical consent and perhaps
given, in that case, at the same tine, or naybe that
tissue couldn't be used for research if proper inforned
consent couldn't be given.

DR LO So, if | understand you, you are not
quite sure how your group would respond if you tried using
this consent format the office pre-hospitalization visit,
but a | ot of people just never brought the form back and
t he pathol ogi st said, "CGee, we don't have enough sanpl es
now to do the kind of research we are used to doing."

(ne option would be-- | nean, one of the
options, obviously, are the ones you nmentioned. Either
trying to give this out as an addendumto whatever forns
you sign when you cone to the hospital, with all the

probl ens of are you really paying attention to this versus
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not using a sanple which runs the risk of, you know,
havi ng not enough material to do the kinds of w de-rangi ng
studies that fol ks--that scientists--were tal ki ng about.

MS. SASLON R ght.

DR LQO Just that the issue--

M5. SASLON And it was inportant that the
goal of the whole project was not to maxi mze the nunber
of peopl e who consented--to nmake sure that everybody is
giving tissue--the goal is to make the patient feel a part
of the research process and want to give their tissue, but
feel good about giving it and understand why they are
giving it.

DR EVMANLEL: This hasn't really been tested?
You just had focus groups and then devel oped the form

M5. SASLON R ght. And the Cancer Institute
has taken- -

DR EMANLEL: Right.

M5. SASLON --sone steps to noving ahead wth
pilot testing, but I don't think they have gotten that
far.

MR HOLTZMAN | think--

DR LO e thing-- | amsorry. G ahead,
St eve.

MR HOLTZMAN A quick question. @ ven that
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this is a consent formfor anonym zed research, so we are
dealing in the real min which presunptively the individua
subj ect cannot be harnmed by the results of the research,
what was the aninus for this?

| mean, you just expressed it as having the
research subject as an integral part of the research
process. Al right.

M. SASLON  Uh- huh.

MR HOLTZMAN  Fromwhere did that cone as a
goal and desire? Was it expressed by the overwhel m ng
maj ority of people who had been breast cancer patients?
amjust trying to get a sense of where--

M5. SASLON R ght. The whole action plan was
started by a petition of consuners, and so-- And Pat
Barr, who is the chair of this effort, is a breast cancer
survivor as well, and active in the Breast Cancer
Coal i ti on.

Consuners want research. They support
research. They just want people to give informed consent.

As far as anonym zed, renenber we are
proposing, within a different part of this working group
that devel oped this, a whole systemfor tissue banking
that includes a mddle person, like a repository, so that

the researcher would not go back to the patient with
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results, but would be able to have access to follow up
nmedi cal infornmation in a unidentified way.

DR MJRRAY: Yes. This, | take it, parallels
the kind of systemwe are tal king about. W have used
different nanes for it. But a kind of stewart of the
sanpl es.

M5. SASLON You can call it a trustee.

DR MJRRAY: kay. At sone point there wll
be a settling on a particular label for this position, but
| think the concept is one that seens to be energing from
several different sources.

Ber ni e?

DR LO Can | ask a question about how you
woul d feel about an opt out provision, where you gave this
consent form but switch the presunption to that, if the
ti ssue woul d be used for research, unless the person
returned the formsaying they didn't want it used, would
you object to that as not really being consistent with
i nvol venent in consent?

M5. SASLON | think the group woul d object.

MR HOLTZNMAN  Why?

M5. SASLON | think the whole idea-- Well,
then it is not informed consent.

MR HOLTZMAN WAy not ?



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

267

M5. SASLON You just-- |If you don't
understand that, you could sign your nane to it and not
know what you are doing. R ght?

DR EVMANLUEL: No, no, no, no. That is not--
Say you cone in for surgery and either--

MS. SASLON R ght.

DR ENVANLEL: Well, say you are comng in for
surgery. W either send this to you and say, "If we don't
get this formback, we are going to presune that you
permt us to use your tissue in an anonynous nanner."

M5. SASLOWN That is not consent.

DR EVANUEL: Wait a second. O, at the end--
Unl ess you give us the formback. O afterwards, once you
have recovered, sending this formout again.

M5. SASLON What if the patient doesn't know
how to read?

MR HOLTZMAN  What if the patient signs this
and doesn't know how to read? It is not consent. So the
fact that they signed or not signed may not be
di spositive. R ght?

M5. SASLON Ckay.

DR EVANUEL: Well, we have lots of forns that
they have to sign. Release of their records to their

i nsurance conpany for reinbursenent. Al-- | mean, you
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know, the stack is getting |larger and | arger every day at

the hospital.

MS. SASLON R ght.

DR EVMANLEL: So | don't know- | nean, there
are all sorts of issues wth-- You know, we know t hey

don't read those forns, and we know from peopl e that they
don't read these forns. So if it is just not that you
don't feel confortable that it is not consent, | guess I
am not that persuaded by that.

You know, part of the question is, is whether
our traditional notion of consent needs to be operative
here or not or whether, in fact, it is suitable for
consent. W are telling you what we are going to do
unl ess you take initiative to act otherwise. That is a
ki nd of consent that is presuned.

M5. SASLON | think that is sort of |ike what
the status quo is with the surgical consent. You sign
this--

DR EMANUEL: \Very.

DR GREIDER There is not really an opt out
currently.

DR ENVANUEL: You couldn't scratch it out.
You coul d, but people don't. They don't realize it. They

never even read that |ine.
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MS. SASLON R ght.

M5. KRAMER O if you read it, you don't know
you can scratch it out.

DR EMANLEL: Right.

M5. SASLON | don't want to speak for the
entire action plan but, having worked with this group for
three years--1 don't know-it is just a gut response to
you that it doesn't go al ong--

DR MIKE Wat woul d happen if--

M5. SASLON --with what they have been doi ng.

DR MIKE Wat would happen if, just in
terns of operationally by the surgeons, et cetera, that
providing the forma few days in advance doesn't work out.

I's the group prepared to accept the current status quo?

DR EVANLEL: | nean, there are reasons. Let
me back up

DR MIKE Let ne--

DR ENVANLEL: No, no. | want to elaborate the
questi on.

(S mul t aneous di scussi on.)

M5. SASLON It is just when you are dealing
with practicalities and they have really devel oped a
process and left it to the coomunity to inplenent with

suggestions. And we have tried to bring in the surgeons
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to the process, and the IRBs and all that and, you know,
you have to renenber that that plan was devel oped to
catal yze a process, and they have brought it to a certain
point and they hope it wll be used.

And, again, they were willing to accept the
consequence of if enough peopl e checked off no, that that
is okay. They didn't talk as nuch about whether people
just didn"t-- Just ignored it and didn't return it.

DR MIKE No, no, no. Wat | neant was
that, if it turns out unworkable, fromthe point of view
of the surgeons, to have the formbe presented early
rather than sort of closer to the tine of surgery.

M5. SASLON | think that is just a preference
by the patient. And if it is not practical, it is not
goi ng to happen. | mean why--

DR MIKE And they are willing to accept the
status quo?

M5. SASLON Well, there is nothing they can
do about it. R ght now, people are signing consent forns
at sonetinmes 3:00 a.m in the norning as they are being
rolled into surgery, and that is not good either, but that
i s what happens.

DR MIKE | think, Steve, it is a matter of

per cepti on.
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DR MJRRAY: Bernie?

DR LO Can | ask an enpirical question? Do
you know what the current practice is in obtaining consent
for mastectony?

In ny part of the country, | get the
i npression that the discussion takes place in the
surgeon's office days before the patient is hospitalized,
but the actual signing of the papers for consent to
surgery is done right during the adm ssions process so--

M5. SASLON M under st andi ng- -

DR LO So would this-- | guess ny question
is wuld this require, in sone parts of the country, a
real change in how the consent process for surgery is
obt ai ned?

M5. SASLON M understanding is it is doctor-
specific; that there are sone conscientious doctors who
take the tine to explain things to their patients and not
at the last mnute, and there are others who don't have

the tinme or--

DR LO Wll, it is not just a consciousness
issue. | think it is also a paper-trail issue. That if I
give the patient the consent formin ny office, | have to

make sure that the consent entry gets signed and put in

the hospital record before | can do the operation.
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And so | think, because of those pragnatic
concerns, although the discussion, which is the key to
this, may take place in the office days ahead of tine, the
actual opportunity to sign the papers takes place really
when you are in the hospital where the papers are right
with the operative chart.

M5. SASLON Qur discussion--

DR ENVANLEL: That is correct.

M5. SASLOWN Qur discussion has focused a | ot
on the fact that this is not just an inforned consent
form it is an informed consent process, and so | think
what you are describing is the process.

And when | amtal king about |ast-mnute
signatures, | wasn't taking into account possible
di scussions before that. That is not what the issue is,
or it is what the issue is. That it is a whole process.
And it is not-- And the problemis not just when the
signing takes place, but did the process take place?

DR EVMANLEL: | guess-- Here is a voice of
skepticism Mst of the wonen with breast cancer who are
taken care of, the weeks after they know that they have a
mal i gnancy, prior to their surgery and getting it all out,
are filled with high anxiety, focusing in on getting it

out and having a good cosnetic result.
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Adding this to the process, | nean, nmaybe
wonen who have been through it think that that will, you
know, they will be able to focus in on this, in addition
to focusing in on either their mastectony or their
| unpectony. | amjust skeptical that that is true, just
fromall the people | have taken care of.

And, therefore, the idea that this is better
consent because, you know, they got the forns in the
doctor's office, or sonething. | nean, | can't see how
that is going to be really part of the process; how a
di scussi on about how we are going to use your tissue
subsequently is really going to be part of the process.

| nean, nost of the wonen | know about
couldn't possibly focus in on that.

M5. SASLON Al | can say is we focus group
tested anong breast cancer patients and famly menbers.

DR EMANLEL: Not prior to surgery though,
right?

MB. SASLON No.

DR EVMANUEL: No.

MB. SASLON And one of the reasons for

getting it in advance and having a chance to bring it hone

to your famly is because, you know, your famly can help

you over the tinme focus on it.
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DR MJRRAY: Steve?

MR HOLTZMAN This isn't really directed to
Debbi e so nuch as the comm ssion, which is we have here a
nmodel of sonething that goes beyond generalized consent or
even opt out--right?--that seeks, in a very sinple way,
sone categori es.

To what extent do we feel that this is a nodel
that we would be | ooking for, for all tissue? 1In other
words, if something like this is appropriate, to what
extent is the aninmus or is the notivation provided from
the nature of what is going on in that clinical case when
the sanple is being collected? Al right.

For exanple, would a--and this is not meant
facetiously--a coalition be put together to tal k about
what we could with a podiatrist's clippings. | don't
think so. Al right. WlIl, maybe there would. A
right.

So to what extent--

DR ENVANLEL: |Is this breast cancer?

MR HOLTZMAN Is this breast cancer that we
are dealing wth?

In the sane way in which where peopl e t hought
about or started tal king about genetic tests, what they

were really tal king about were tests which were
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di spositive to the decision whether or not to have kids,
or whether or not to have an abortion. And they were
hi ghly charged situations. And that is very, very
different than a test which has no nore enotional or
rhetorical content than a cholesterol test. Al right.

So | think that is what we need to take a step
back and ask, what are we | ooking at here? Are we |ooking
at a nodel for all tissue, all uses, or are we | ooking at
a nodel that rmay be appropriate in a highly-charged
context? And do we want to nake those distinctions?

DR MJRRAY: Let me--

MR HOLTZMAN Because it nmay be very valid
for that reason

DR MJRRAY: But what | just heard, Steve, was
actually an argunment that this sort of nodel is even nore
unanbi guously valid for other situations in that people
aren't in a state of high anxiety when they get their toe
nails clipped, or nost of these other circunstances and,
in fact, can be expected to be able to read these forns in
a reasonably deliberative fashion and, therefore, we can
attach sonme noral neaning to their consent signature.

MR HOLTZMAN And it certainly could cut the
opposi te way.

DR MJRRAY: That is actually howit--
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wasn't trying to be contentious. That is how I
straightforwardly read it.

MR HOLTZMAN  Weéll, | just all of a sudden--
Just real quickly.

What | know when | think about opt out, and |
did think of all the contexts in which it nakes a | ot of
sense to nme, why even bother, you know, with getting the
i nformed consent ?

If I switched ny mnd over to the tissue being
enbryos, | would probably have a very different reaction

| just want to remnd us of that.

DR EVANLEL: | think it is inportant for
everyone to-- | don't want to speak for the
commssioners. | think we want to have peopl e i nforned

about what is happening and have an option to exercise
their judgenent.

DR MJRRAY: Yes.

DR EVMANLEL: | think part of the question is
how is that going to be done--

DR MJRRAY: Yes.

DR EVMANLEL: --in an effective way where an
effective way is both for themto understand what is
happeni ng--the patients--and for researchers to be able to

continue to get material, and have access to material in
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the future.

And | think maybe part of the skepticismyou
are hearing fromnme--1 don't know about everyone el se--is
| amjust not sure this process really does that, even on
its own terns.

And, you know, in part, | speak as a clinician
having cared for |lots of breast cancer people. And I
think, you know, there is a question of sone assessnent of
it and I think, you know, we are all going to have to make
sonme assessnent independent of a full and rigorous set of
dat a.

But I also wouldn't have us throw out presuned
consent with a fairly robust opt out option as not really
consent. | mean, | think that that strikes ne as, you
know, we have to think through what it really neans,
especially if this doesn't work.

DR MIKE Let ne tell you-- | amjust--
Here is ny conclusion. | would opt for a defective
general consent systemover an opt out system and | wl|
tell you why. W just dealt with previously collected
ti ssue sanples and we are going to be | ooking for consent
bef or e- -

Vell, | guess that is not true in an anonynous

ar ea.
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But the second part is that what do you | ook
for in your systen? You don't |ook for a consent. You
| ook for no consent. Because you are going to assune that
everybody has consented if there is no formthere. And I
think that the legal side of ne is saying, "Ch, that is
kind of a funny situation to be in because you are subject
toalot of errors in that system"”

DR EMANUEL: It encourages researchers to

| ose paper.
DR MIKE Well, not only that, but--
(Laughter.)
DR EMANLEL: | hadn't thought about until you
said it, but it needs that-- The worse your paper-Kkeepi ng

systemis, the better for your researchers, right?

DR MIKE And it is sort of a negative
search. It is not a positive search.

DR EVANLEL: R ght. Yes.

DR MJRRAY: A very astute point. Thank you,
Larry.

Berni e had a coment.

DR LO | want to sort of go back to the
issue of this consent form-

REPORTER Dr. Lo0?

(Laughter.)
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DR LO | just wanted to-- | like to lean
back. | amsorry.

DR MJRRAY: In praise of Bernie. Sone people
just have soft voices. He has a soft, great, | think very
conforting voice, but it is soft.

DR LO | want to pick up on the point Steve
made that the context, the clinical and social context in
whi ch we are tal king about obtaining this kind of consent
for research is terribly inportant.

And Steve pointed out that there are sone
clinical situations that are nore charged, and sort of
enbryos is one of the spectrum

And | would say that there is a social context
here which is very inportant which has to do with what you
were saying, wth having control and having a voice in
what goes on. And this is a disease where traditionally
options were not offered and choi ces were not offered,
even after it becane clear fromthe nedical literature
that there were options and there were choi ces.

And | think it is within that context that |
woul d say a lot of the skepticismthat | think underlay
what the devel opnent of this; that, you know, there is not
a trust in physicians; that they are really not only

necessarily doing what is best, but not involving patients
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in situations where the weight of the nmedical evidence is
that there are options and there are real choices, and
there are very personal choices, and that people ought to
be able to choose.

So, you know, it alnost sounds as if--sort of
to go back to what Jack Killen was saying this norning--
that being involved in the process of research as nore
than just a source of tissue is very inportant.

And what | was hearing, which | find
interesting, is that yours seemto be--

Wereas | inferred that, given a choice
between a very flawed consent systemthat does not really
enabl e participation and choi ce versus potentially not
havi ng enough ti ssue sanples to do the research that
scientists want to do, you would opt for the robust
consent process and say that is nore inportant that having
sanples for the scientists to work on.

M5. SASLON And take that in the-- That is
true.

But take that in the context of thisis a
subcommttee of a | arger working group whose charge was to
| ook at availability of tissue for researchers. So, you
know, yes, they will take that as a hit because they

wanted to deal with the ethical issue, however their
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tissue for research

DR MJRRAY: Let ne try to state where | think
we may be and give it alittle context. Were | think we
may be is this.

V& have a very creative proposal from Zeke
about an opt out systemwhich has |ots of advantages. It
has two--that | am aware of --nai n di sadvant ages, one bei ng
the one Larry just pointed out; nanely, it sort of rewards
sl oppi ness. And researchers, of course, would never
m spl ace any piece of paper in their office. Yes. Carol
wll find ne the neno any m nute now whi ch says that.

The second di sadvantage is that, to soneone
who is suspicious, it can look like a systemintended to
deprive patients of a voice, however well intended it is.
So those, to ne, are its two main liabilities.

As an alternative, we have sonething |ike the
current system perhaps inproved. Well, certainly
i nproved, perhaps vastly inproved. W have a sanple form
fromthe National Action Plan on Breast Cancer that is in
good English. | nean, it is clear. | understand it.
There are one or two mnor questions about it, but it
really-- It is such a vast inprovenent over the typica

consents that | have at | east seen.
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So we have an i nprovenent over the current
system perhaps a vast inprovenent. W are talking about
changes in the timng of howwe give it to people. W
give it to thembefore they come into the hospital. There
are lots of ways in which we can do that.

Now this systemhas sone liabilities, too.
Peopl e may be very apprehensi ve when they get these forns
and may effectively sign it without carefully reading or
thinking about it. That is a possibility.

| shoul d point out, however, that we don't
have any noral conpunctions about acting on the basis of
other things they sign at the same tinme, nanely their
consent to surgery, in which the i medi ate benefit/risk
ratio to themis--

Vell, | nean, the risks are nmuch greater than
they are with the little, you know, consent to anonym ze
tissue research. So, | nmean, we do in fact don't regard
themas norally infantile at that stage. W do take
seriously their signature. Al though granted that this--

DR EMANLEL: They are nore focused on that
because- -

DR MJRRAY: --is nore salient. No question.
It is salient in a way that this nay not be salient. |

under st and t hat .
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The context is this. There is, | think
happily, a reinvigoration of interest in understanding
what actually goes on in consent to research. |f we have
t he new -

V¢ have a new program and a whol e series of
grants that have just been awarded within the past couple
of nonths to study informed consent to research. | don't
know if all the menbers of the comm ssion are aware of
this, but this has just happened. It will take a while to
see the results filter out.

VW have | think a comrendabl e attentiveness
not just to the letter of having a signature--1 mean, the
letter of the lawin the sense of having a signature on a
pi ece of paper--but on what it actually nmeans to people to
sign that paper. And | think ny fell ow conm ssi oners have
been just terribly sensitive and insistent that we take
the neaning, not just the form | agree with that.

M/ inclination at this point is to say we
shoul d recommend not an opt out system but an affirmative
consent system That it should be in plain English. It
shoul d enbody the virtues that your group has hel ped to
introduce into your sanple forns. That we-- And that we
examne, as an enpirical matter, questions like when is

the best tine to present this? Wat do peopl e renenber?
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i ke they were given an honest chance to give their
consent or not?

And sinply say, |ook, the comm ssion does not
want to be in the position of making an, you know,
ultimate and forever recomrendati on about specific forns
or timng or sonething. W sinply don't have the evidence
todoit.

So, on the one hand, recommrend sonething |ike
what you are doing, but also say that, |ook, as hand in
glove with this, we have to have nore systematic
i nvestigations of whether or not this is nmeaningful to the
peopl e i nvol ved.

That is ny recommendation. Lots of grinaces
and hands. Carol?

DR GREIDER So | have been sitting here
| ooki ng over your shoul der back at the boxes, thinking
what we started this conversation on, which was the
di scussi on between Zeke and Steve about why 1c doesn't
equal 1le? And | amstill trying to figure out why 1c
doesn't equal le, and fromwhat you have just said, it
does.

DR MIKE  Yes.

DR GREIDER The difference, as Zeke's answer
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was, is, in the case of clinical care, which is the 1c, it
is nore difficult to do the education and to get the
information and get it to be truly neaningful.

But just because it is nore difficult doesn't
mean that you don't do it. You mght have the wordi ng be
somewhat different on the formgiven in 1c than le because
of the very stressful situation under which the formis
given, but I don't think that you can have it be a thinner
form if you will, just because it is a nore stressful
si tuation.

MR HOLTZMAN The difference is that le wll
have the specific protocol at stake with respect to, if
you will, the third part of the form which is the genera
consent. It would essentially be identical to lc.

DR GREIDER Right.

MR HOLTZMAN  That is the recomrendati on.

DR MJRRAY: Now that is just where | amri ght
now. | could be persuaded that I amwong about that.

That is--

DR EMANLEL: Well, | think when you nake your
recommendat i ons, you shoul d not say not witten in stone,
because whatever-- | nean, | think what is likely to
happen i s whatever we say. |If we recommend such a form

if enpirical research ever happens--it will take awhile to
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happen--and if revisions ever happen, it woul d probably
be, if we know anythi ng about 45 CFR 46, a good two
decades or three decades before this gets | ooked at agai n.

So | would be-- | think you have to--

DR MJRRAY: | amnot quite as skeptical. |
mean- -

DR EMANLEL: Ckay. Maybe you are not
skeptical. But | think we can't have it |ike, you know,
we are going to call for enpirical studies, enpirica
studi es are going to happen and then, in the next five
years, we are going to take another |look at it, because it
is not going to be like that.

So |l think-- | mean, | do think that, you
know, we obvi ously have cone to a nub in where we all, you
know, may be persuaded by the practical question of
| osi ng, you know, the encouragenent to sl oppi ness, or
whatever. | think we need to, you know, think about it.

| woul d al so, you know, recall that we had
t hi nk t hought about a general informed consent prior to
Bartha's visit to us, where she had nentioned this
possibility of the opt out being inplemented in | think
t he Net herl ands, she said--

M. KRAMER (I naudible.)

DR ENVANUEL: Wat did you say?
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DR KRAMER No. | didn't-- But that is a
very different society. | think we have to be careful of
r easoni ng.

DR EVANLEL: Rght. Yes. But | think that,
you know, that did seemlike an exciting possibility at
that time, but | think, you know -

MR HOLTZMAN | need to voi ce an opi nion.
actually agree with Tom about where we have to cone out
and, with respect to opt out, or | think even in Sweden
where it is not even an issue of opt out; it is just part
of the social conpact. You get national health care; your
sanpl e may be used in anonym zed st udi es.

| think one could sit here--at least | wll--
and say that is the way it ought to be, and I wish it was
that way here, but it ain't. And this is Arerica. This
is the land of John Wayne and autonony. And what | think
what we heard fromthe focus groups is people at |east
want to be asked. They wanted to be asked. They probably
woul d say yes, and they were quite happy that a benefit
cane fromit for the social good, but they wanted to be
asked.

DR EVANUEL: But | don't think-- | don't
think, if we have a full presumed consent, the idea that

they are not being asked, or given an option.
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MR HOTZVMAN  Vell, | think it is very
Anerican. Ask ne.

DR MJRRAY: Bernie?

DR LQO Another point I want to raise is that
if we are tal king about use of cancer pathol ogy speci nens,
it seens to ne there are nultiple points in tine that you
can get this consent. You could try and get it in the
surgeon's office before the procedure. You can get it at
the time of the operation. You can get it at the first
post-opt visit. You could get it at the first, you know,
six-nonth followup. | nmean, they all have costs in terns
of effort, paperwork, delay and things.

But, again, to the extent we are trading off
or weighing the ability of patients to participate in
deci sions versus the sort of conveni ence of the system and
accessi ng sanpl es, how nuch effort do we expect scientists
to go through to get a thick consent as opposed to, say,
we think the research is so inherently inportant that we
want to expedite that or facilitate it as much as
possi bl e.

DR EMANLEL: But, Bernie, | think you are
working in the nodel where all of that happens in the sane
bui I di ng, or an adjacent buil ding.

The nore likely nodel is, you know, you go to
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your surgeon who has an office, where the surgery happens
at a hospital. You then go to your nedical oncol ogi st who
has an office, which is conpletely separate fromthe
hospital where you had the surgery. 1t doesn't use the
sane kind of form et cetera, et cetera.

| think you have got a snall w ndow of
opportunity here. The surgeon's office and the tine you
get your surgery, and that is it. That is ny-- Just from
a practical standpoint.

DR MJRRAY: Debbie had wanted to say
sonething before. | don't know if you still wsh to.

M5. SASLON Yes. Wen you summari zed, you
had nentioned the psychol ogi cal well being of the patient
at the time of giving consent and whether that was vali d.

Qur nodel provides for the patient to keep a
copy of the consent and an expl anati on of how tissue is
used for research and instructions for how to then--

DR MURRAY: Wt hdraw

M5. SASLON --change their mnd. So if they
say yes, they can conme back and say no. And it is up to,
in our case, the tissue repository to destroy any tissue
that is renaining fromthat person.

DR GREIDER Full, informed consent plus an

opt out.
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DR MIKE But, again, it seens to ne thisis

the exception. W are tal king about anybody who goes in
for surgery or a biopsy, and what we are tal king about is
less than 1 percent of that is actually going to be used.
So, again, | amlooking for the | owest common denom nat or
about what we are going to be asking.

There may be instances, such as this or in
sonme ot her kinds of studies that Bernie has been invol ved
in, where you mght want to go back and get a nore
i nformed consent because the |ikelihood of those tissues
bei ng used woul d be greater than mne, if | amgoing in
for a rotator cuff injury.

So | amlooking nore at a general consent
form that at |east the person knows that, hey, you know,
it is not being throwaway. It mght be used. It is
getting stored soneplace. But there is no great
probability that it is going to be used in this kind of
resear ch anyway.

So, again, | don't want to get into an
expl anation that is way out of proportion to the
probability of those tissues bei ng used.

MR HOLTZMAN  But, Larry, but then the
guestion arises, you are the investigator, you are the

hospital who collected the tissue under that kind of

290



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

291
consent. |Is that consent sufficient then to use the
tissue in research?

DR MIKE Well--

MR HOLTZMAN So if what you are saying is
they coul d decide to have nore robust conditions--

DR MIKE But | amlooking at what we are
| ooking at, which is the tissue universe out there used in
an anonynous manner. Yes. And so | amjust sort of
trying to nmatch our solution with the problem or the task
that is out there.

And, again, | get alittle worried when we use
t hese paradi gns--situations--where there is a really good
possibility that the tissue is going to be used, and it is
a serious illness with a lot of serious pluses and m nuses
that a patient has to consider before they sign

DR EMANLEL: W have a four-page packet here
on greater than-- | don't know W& have-- W know that
there are five mllion surgical specinens collected in
maj or academ c teaching hospitals, and we have no idea of
how many community hospitals. That is the nunber, you
know If we nmake it a positive, you have got to track for
use of 50,000 sanples a year, or sonething.

| mean, we-- You know, we shoul d be serious.

Rght? If w are making it a positive general consent, |
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don't know- You know, it would be a good idea to know
what the end of surgery is. It is much nore than five
mllion. | think it is around 20 mllion in this country.
That is the end you are tal king about of this formfor the
possibility of some small nunber of that being used.

DR MIKE But then also people say that it
is asinple matter of just an additional field in your
conput er dat abase and whether the consent formexists or
not .

DR EMANLEL: Well, you know you are going to
requi re keeping track of the consent form R ght?
nean, that is the whole point of having a signature.

DR MIKE That is why | think that an
addendum just on the same consent formto do general
adm ssion surgery, is the way to go rather than having a
separate formthat you have got to track separately.

DR EMANLEL: Well, we are not going to get to
that level of detail.

NEXT STEPS

THOVAS MURRAY, Ph. D,

DR MJRRAY: Yes. W have a bit under 25
mnutes |eft and we have-- W are at the point of the
agenda where we were going to tal k about next steps.

hesitate to cut off the di scussi on about the boxes, but |
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think we do need to tal k about next steps now.

Can | ask one quick thing? Tell nme if I am
way of f |ine about this.

M/ sense is that we just sort of tal ked about
la through f; that 2 and 3a-f are all going to include
basically the sane thing as la-f, with the possible
addition of sone community consultation.

Do | msunderstand it, or is that the likely
direction we are headed? So it is going to be that, plus,
in each?

DR GREIDER Well, we already discussed al
the 1 issues, so | think the discussion would be--

DR MJRRAY: Rght. So 2 and 3 is that, plus
what ever we said about community. So, in way, filling in
t he remai ni ng dozen bl anks shoul dn't be a back- br eaker.

DR EVANUEL: Well, we still have to decide
whether it is going to be two or three categories. W
haven't di scussed that.

DR MJRRAY: W have to decide that. And ny
sense-- Wiat | want to say then is do you think it woul d
be appropriate to put that high on the agenda for our
hal f-day i n January?

Renenber, we have a hal f-day as a subcommttee

and then a full day as a full comm ssion, then the human
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subj ect s- -

DR MIKE | think it will take the whole
hal f-day to discuss it.

DR MJRRAY: It may. It may. Except | have a
feeling we-- W have a lot of clean up of stuff to do
fromtoday even, but | have a feeling that we are fairly
cl ose on the community consultation issue.

Wul d that be appropriate? Ckay. Let us nake
that an agenda item

In that case | have several other things
woul d i ke you to--the staff and I--would Iike you to
pl ease hel p us wth.

The first thing is, in your packets, you
shoul d have received a draft outline of the report. It
says "Draft -- Decenber 7." W have Kathi Hanna to thank
for this. | suppose | wll ask you to do two things.

Ohe is to take a quick look at it, if you
haven't already. |f you know i medi ately of anything that
needs to be changed-- | think changing the order is the
| east inportant thing. It has nore to do with are we
covering the right issues? Is there anything of
significance being left out? |Is this conplete?

Now, if you don't see anything today, you

shoul d pl ease take this with you, nake it the first thing
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you study when you get hone, or on the way hone, and get
in touch with Kathi, the NBAC staff, and actually the rest
of the subcommttee, nyself included.

DR GREIDER Can we ask questions now?

DR MJRRAY: Yes, absolutely.

DR GREIDER The two first points, "nedical"

versus "genetic" information. Wat does that nean?

M5. HANNA: Vel |, | was hoping you woul d all
let nme know today what that neans. | think I need sone
input on that. | keep hearing that, by and large, it is

not different, but | think there is two reasons why you
are going to have to be very explicit about why you are
saying that.

(ne is just fromthe point fromwhich you are
argui ng your recomendations; you have to be cl ear about
t hat .

But al so because this is the Genetic
Subcommttee and | think you need to make it clear to the
readers of the report why, right up front, you chose to
really not make a very clear distinction.

So | would i ke perhaps a few vol unteers that
| can pick your brains a little bit, either through e-nail
or over the phone, and hel p ne devel op the expl anati on of

t hat whol e argunent.
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DR MJRRAY: It is actually I think a good
idea to have us each take sone responsibility for pieces
of the report. You can take responsibility for nore than
one piece. | would like to have everybody involved in at
| east one pi ece.

What does it nmean to take responsibility? It
means to be a prinmary reader of drafts, whoever generates
the draft. |n sone cases, depending on your wants and
abilities, it may nean helping to draft bits of it. |
mean, a paragraph here, et cetera. But | would like to
see sone specific assigned responsibility, self-assigned,
so | amgoing to volunteer to help with that one. Anybody
el se?

MR HOLTZMAN | will help on that one.

DR MJRRAY: Steve is going to help with that.

DR EMANLEL: Qur understanding there is that
we anticipate that our recomrendations are going to apply
beyond genetic tests; that it really-- It is really any
research on stored tissues.

DR MJRRAY: Right.

DR EMANLEL: And as to whether that applies
beyond that to stored information, nedical information,
think is also inportant because the appropriate section in

the regs i s broad.
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Let ne just quickly remnd people it says,
"Exi sting data, docunments, records, pathol ogical specinens
or diagnostic specinens.” Ckay. That is what the current
and existing regs apply to.

DR MJRRAY: Right.

M5. HANNA: | think this has to be considered
inthe light of the fact that there are a | ot of
definitions of genetic information that are being fl oated
around right now, both in the pending | egislation and in
existing legislation. And so, to the extent that the
subcomm ttee can either concur or refute those, | think it
woul d be useful .

DR CGREIDER So we need to cite sone of the
things that are already out there and say, "It has been
said that there is a distinction and we think that there
IS not because..."

DR EVANLEL: O it is not relevant in this
cat egory.

DR MJRRAY: | think that is right.

DR GREIDER Yes. W just have to be
explicit.

DR MJRRAY: That is right.

Who would like to help with 111, Public

Know edge and Bel i efs? Renenber, we are not going to ask
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you to do things you are unconfortable with. At a m ninmm
t hough, it woul d be sonmeone that Kathi could talk to and
share drafts with for comrent.

DR MIKE Cay. | wll volunteer.

DR MJRRAY: Larry, thank you.

If you don't volunteer | may tw st your armin
private later. | don't knowif that is inforned consent.
It is a warning though

Human Ti ssue Sanples in Research? Carol. W
may, since David is not here, we are going to assign him
to that section

DR MIKE You know, on that one, there seens
to be--the last dash of the second bullet--everything el se
seens to be very scientific, but then the uses that such
information mght be put seens out of-- |t doesn't natch
the rest of that. It gets into the social inplications
type area. So maybe-- So | was thinking maybe that
shoul d not be part of that section but--

DR MJRRAY: Part of the Overview?

DR MIKE Yes. Part of the Overview

DR MJRRAY: Ckay. | tentatively put it up
t here.

DR MIKE And obviously diagnosis and

treatment stays in there, but the public health planning,
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managed care deci sions kinds of things should really go up
t here.

DR EVANLEL: | would al so recommend it is not
clear to nme that existing scientific medical
pol i ci es/directives/guidance, i.e., the current debate,
appropriately goes under that.

| nean, what | took this section to be is what
are the sanpl es we have and how are they used? Wat are
the sort of kind of paradigmatic cases? Wereas the
recomrendati ons floating out there mght be nore
appropriate to either Status of Qurrent Policies, V

DR MJRRAY: kay, V, Principal Issues to
Consi der .

DR GREIDER The volunteer's nane is right in
the front there.

DR ENVANLEL: Thank you, Carol.

M5. HANNA: | have kind of an operati onal
qguestion on this section because obviously Section V and
Section MMl are linked. Vis really the discussion
think of the issues and then presunably, if today is any
evi dence, then VI1 is kind of your wal k through the boxes.

So, Zeke, maybe we can tal k at sone poi nt
about how to separate out the kind of discussion versus

t he recommendati ons.
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DR ENVANLEL: O one question is whether-- |
mean, the way you have structured it here, | think either
V goes after M--that was going to be ny next
recommendation--or V goes after Il. That was, you know,
you have got to have the framework either right up at
front, or right before your recomendati ons.

Now, | think there is a reason-- There m ght
be a good argunent to have V after VI because we are, in
sonme sense, re-witing the kind of presunptions. You
know, we are no longer interested in anonynous tissue. W
are conbi ning research and clinical in nmany categories.

DR MJRRAY: | think that is right. | think
that is a tentative reorganization, so we are basically
switching V and U

DR ENVANLEL: So then what we have is, | woul d
estimate, a very brief paragraph, a brief chapter--sorry--
outlining the sort of framework we are adopting and the
justification for that framework, and then a nuch nore
detailed, "This is what we nean in each one of those
boxes," which would be VI

DR MJRRAY: Yes. (ne thing | don't think I
see here is the sort of fully fleshed out discussion of
the ethical, ethics and val ues issues.

M5. HANNA' R ght. And, | mean, they are kind
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of lunped under Section Il right now
DR MRRAY: Right.
M5. HANNA:  And we, Tom we had tal ked about
this alittle bit; that | felt like we were still mssing
that piece that would talk nore generally, not froma
religious perspective, but froma nore ethical perspective

on things having to do with harmto individuals, privacy,

W ongs.

DR MJRRAY: Yes. Yes.

M5. HANNA: G oup harm

DR MJRRAY: Wiat is the sense here of the
comm ssion? Should we-- Has that becone a separate

chapter? Does it becone a separate chapter?

DR ENVANLEL: Yes. It should be Il A there.
KRAMER || A?
MURRAY:  Ckay.

EMANUEL: That is where | would put it.

33 3 B

MJRRAY:  Yes.

DR MIKE Then should religious perspectives
go in there rather than Public Know edge?

DR : | think so.

DR MIKE | amjust trying to see--

M5. BACKLAR And | woul d wonder if you woul d

l'i ke Public Know edge and Beliefs before that. It seens
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odd to do the ethics first--

REPCRTER  Coul d you use your m crophone,
pl ease?

M5. BACKLAR --and then Public Know edge and
Bel i ef s.

REPCRTER  Use your m crophone, pl ease.

M5. BACKLAR (h, | amsorry. It seens odd to
do ethics before Public Know edge and Beli ef s.

DR MJRRAY: | actually agree with that.

DR EMANUEL: Really?

DR MJRRAY: Yes.

DR MIKE Well, except that the ethics part
is included in the current debate. The public perception
is not. | nean, what has brought this issue to the fore
and what are the kinds of things that are being di scussed?

M5. BACKLAR That is true.

DR EVANLEL: M/ own viewis that | would have
noved the public perception after the Status of CQurrent
Pol i ci es because, in sone sense, the public perception,
you know -

Here is ny line. W have an introduction to
the problem an overview of the current debate, the
ethical and religious values at stake, the kind of sanples

we have, and research that we are likely to use themfor,
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the kind of rules and regs we have, and where the public
weighs in, or mght not weigh in. And then we tal k about

our franmework.

DR MJRRAY: | ameasy, Zeke. That sounds
fine.

DR MIKE So that goes after the current V.

DR EMANUEL: Yes.

DR MIKE And then your V goes after the
current I11.

DR EVANLEL: Rght. |Is that clear, Kathi?

M5, HANNA:  Yes.

Now, the one thing that doesn't really-- |
mean, if you | ook under Section VI, what | have kind of
| oosely called "security mechani sns,” which is the nore
procedural handling of the tissues and the encrypting and
all of that, at the last neeting we tal ked about it a
little bit nore extensively that, you know, the wall, the
firewall. W didn't really talk about it today.

But at sone point | think that has to be nore.
Peopl e have to agree really on what is being said there.
So maybe at the next neeting.

MR HOLTZMAN Could we get a hold of Kl ausner
at the NO because | was talking to Eric Lander |ast night

and he Botstein(?) put together sonething they sent to
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Kl ausner on the one-way perneabl e menbrane about a year

and a hal f ago.

| atest edition of

about nedi cal

DR MJRRAY: There is also a piece in the

The Jour nal

records privacy,

ways of protecting, and sonme of the dangers. So | will

happy to share those with you. WlIl, actually copies of

t he Jour nal

are going to all the nenbers of the

i ncl udi ng various ki nds of

be

commi ssi on.

M5. HANNAY R ght.

DR MJRRAY: So you will be getting it.

DR EMANLEL: Kathi? Maybe we could go down
VIl for a second. | think this retrospective versus

prospective, which we have renaned,

what Wi |

| be future VI, or

what ever. Sorry.

DR MJRRAY: Let us use their nanes.

DR EMANUEL:

that we are using.

gener a

i nt er est

really belongs in V,

Ckay. The general franework

DR MJRRAY: Yes.

DR EMANUEL:

Then | think we need to talk in

here about the kinds of protections we are

ed in. The anonym

ty protections and, therefore,

t he one-way perneabl e nmenbrane, the issue of trust,

ki nds of

| evel s of consent.

t he
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And then | think we go, in this chapter, to
the different boxes. You know, what is the judgenent in
each of those boxes?

And actually, as we are talking, as we were--

DR MJRRAY: Except the boxes col | apse. Sone
of themcoll apse.

DR EMANLEL: Right.

DR MJRRAY: Say all research on identifiable

ti ssues | ooks |ike--

DR EVANLEL: Rght. | would only raise a
flag in people's mnd. In what way now, on the sanples to
be collected in the future, is clinical research-- |Is
clinical-- Howis the sanple collected under the gui se of

clinical care, different fromsanples collected under the
gui se of research?

Have we now col | apsed, as we did previously,
those two columms, if we are no | onger mnaking the presuned
consent versus general consent? |If we are naking it al
general consent, | submt to you we may, in fact, have
col | apsed the research and clinical care section.

MR HOLTZMAN W have with respect to genera
consent to unspecified studies.

DR EMANLEL: Yes. | think people ought to

think about that for the opening of the next neeting.
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DR MJRRAY: | didn't get--

DR EMANUEL: Sorry to--

DR MJRRAY: | didn't get to-- That is okay.
| didn't get to finish assigning sort of accountability
for these sections.

Steven and | are going to | ook at the
Over vi ew.

V¢ now have a chapter on Ethics. | am
certainly going to stick ny nose in that one. Wo el se
would like to work on that one in particul ar?

(No response.)

DR MJRRAY: Public Know edge and Bel i efs.
Larry.

Human Ti ssue Sanples in Research. Carol and
per haps Davi d.

Principal Issues to Consider. W have
nom nat ed Zeke.

DR EMANLEL: Right.

DR MJRRAY: Anyone el se?

(No response.)

DR MJRRAY: Status of Current Policies. Wo
would like to help with that?

DR EMANLEL: | certainly coul d.

DR MJRRAY: Yes. VWell, sonme of us haven't--



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

307

M5. BACKLAR | haven't volunteered for
anyt hi ng.

DR MJRRAY: Policy Ooptions and
Recommendat i ons.

DR LO | was going to volunteer for that.

DR MJRRAY: Bernie is volunteering for the
Policy Qptions chapter.

Zeke is volunteering for the Status of CQurrent

Pol i ci es.

There are a few of us who have been rel atively
qui et .

M5. KRAMER Noticeably. W ere would you |ike
me to go?

DR MJRRAY: Bette, since you were so involved
in the Public Know edge and Belief piece and hel ping to
put the idea of the mni-hearings together, would you be
wlling to work on that one?

MS. KRAMER  Uh- huh.

DR MJRRAY: Thank you.

Now, we don't have anybody-- Well, no, that
IS a sub-issue.

And, Trish, did you have anything in
particul ar you wanted to work on?

M5. BACKLAR No. | nean, | was interested in
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the section for the discussion groups and al so the ethics.
V¢ al ready have been di scussing these.

DR MJRRAY: kay. So | amgoing to put Trish
down for the Ethics chapter and for the old I11

M5. BACKLAR But | am concer ned- -

(Technical difficulties.)

DR MJRRAY: kay. Any-- | need this. Any
further thoughts on that, let us share it with each other

Do we have any pieces that we need to get
witten that we need to hire sonebody for? W wll--

V¢ thought that there mght be a good role
for, say, a 2,500 word piece to summari ze the ethica
i ssues on both sides, which we thought one of the
contractor's paper would do, and it did sone other very
useful things, but not exactly that, and so if you have
any thoughts about who mght do that, we do have sone
t hought s about trying to get that done rapidly.

M5. KRAMER  Ton?

DR MJRRAY: Yes, Bette?

M5. KRAMER Wuld it be possible for us to
get a new chart of the boxes with a synopsis of what we
have done?

DR EMANLEL: Wat we have agreed to?

M5. KRAMER  Uh- huh.
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DR MJRRAY: Yes.

DR ENVANLEL: You nean just la-f?

MS. KRAMER  Uh- huh.

DR EMANUEL: Yes.

DR MJRRAY. Zeke, the offer is that, if you

even just want to mark it up by hand, the staff wll
produce it, or if you want to do it--

DR EVANLEL: Al right. | have it on
diskette and | will e-mail a thing to you, Henrietta.

DR MJRRAY: Thank you. | should note that we
want to think about the neeting in January; about the
issues that we just want to deal with. W know we are
going to tal k about the community consultation piece on
the first half-day. But the things that we really woul d
like to see brought up for the full comm ssion
possibilities.

And there are things that the full comm ssion
the other half of our comm ssion, has been working on,

i ncl udi ng i ssues about inforned consent, you know, the
conposi tion, behavior, et cetera, of IRBs, the idea of the
community consultation research, et cetera.

So | don't think we need to nake a decision at
this nmoment, but pl ease think about which issues you woul d

like to see us nost especially focus on in our joint



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

310
neet i ng.

DR ENVANLEL: Tom | think, you know, we have
had a nunber of neetings without them |If we don't, in
sonme sense-- | mean, one of the big things that we have
to go through to get themup to speed and understand, we
need sone brief overview of the current debate.

DR MJRRAY: Yes.

DR EMANLEL: W need sone sunmmary of the
avail abl e human sanples. | think we need to remnd them
about the current policies. They haven't focused in on
it. And then talk about our framework and where we cone
out.

| mean, it seens to ne that, until they get
all those pieces in place, they can't even, in an educated
way, participate in the discussion and, you know, that is
frustrating for themand it is frustrating for us.

DR MJRRAY: Well, our hope and expectation is
that they wll have at least a draft of najor sections,
drafts of major sections of the report by then. That is
our hope.

By January 9t h?
MJURRAY: Before January 9th

EVMANUEL: But | think--

33 3 3

MJURRAY: The neeting is January 9th?
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M5. HYATT-KNORR It is the 7th. It is the
6th and 7th.

DR EVMANUEL: Yes. It is the 7th.

But I think nuch nore realistically we shoul d
pl an for nmaybe either a hal f-hour or hour dog and pony
show, frankly.

DR MJRRAY: No. | think that is right.

By the way, | have put in a bid, because |
think our report is closer to fruition than what is going
on in the Human Subjects Conmttee, for us to have nore
tinme to present our report than if we just split the
nmeeti ng 50/ 50, which neans we woul d have to then say, at
another future full neeting, that we give themnore than
hal f the tine.

But | think that is utterly appropriate and it
isinthe coomssion's interest and in the researcher's
and subject's interest to get this thing done as quickly
as possible. So | wll put that-- 1 wll continue to
press that bid.

| think Zeke is right. W wll have to take a
half an hour, or an hour to just sort of lay it out for
them and then we shoul d have just the issues that we
think are crucial to discuss before them

It has been pointed out to ne that it would be
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useful to involve-- There have been voices that have been
present pretty continually, continuously in our
del i berations, and there are other voices that haven't
been so present, other perspectives.

It would be hel pful for us to identify other
groups, individuals, who we ought to be show ng the report
to, talking to--whatever--so that we nake sure we are not,
you know, that we haven't ignored significant
per specti ves.

So if you would think about that, that is
anot her thing which you could communi cate by e-nmail to the
rest of us and to staff. That woul d be very hel pful.

Ber ni e?

DR LQO A question about potential other bits
of information you want to gather; to go back to what we
were tal king about right before we tal ked about next
st eps.

Do we want to try and conpil e sone conpendi um
or article on what is being done to inprove inforned
consent to these types of studies, and where we stand, and
what the likely tinme-table is? | mean, what sone of the
sanpl e docunents are?

DR ENVANLEL: An appendi X, you nean?

DR LO Well, just so we could gather al
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that so we know, you know, against what noving target are
we taking our--

DR MJRRAY: Yes. Wat is the best way to
acconplish that, Bernie? | think it is a good idea.

DR LO | don't knowif staff can do it. |If
there is sonmeone we could contract to do it who is--

M5. HYATT-KNCRR | think we ought to give it
sone thought and get back to it. Let us say tonorrow

DR LO | know But people in--

M5. HYATT-KNCRR | think it is a two-pronged
effort. | think you want to do a literature search and
you want to wite sonething up. So let us give that some
t hought and get back to you tonorrow

DR MJRRAY: And it may be that the other half
of the comm ssion has already done sonme of this, so | wll
count on staff to brief us on that and communicate with us
all soon.

Any other urgent itens? W are approaching
3:30 p.m

Bette?

M5. KRAMER |Is this on?

Is there any information out there that we
could have at our disposal to help us as we are thinking

about community issues?
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Killen.

DR MJRRAY: W are asking-- Yes. As Bernie
said, Bernie and | approached Jack Killen. W thought
what he had to say was very interesting and we encour aged
himto wite it up, and he had the sane idea. | hope we
w |l have sonething fromhim

| don't-- | amnot aware of a sort of really
good eval uation of scholarly resource on this. In fact, |
think we have identified a lacunae in the literature,
whi ch ought to be filled as rapidly as possible, but
probably it won't be filled rapidly enough to be part of
our deliberations. It will take a while.

DR ENVANLEL: | forget whether we have seen
Charles Beers' (?)--

DR MJRRAY: No. | have not.

DR EVANLEL: W haven't shared it vyet.
have seen a prior draft.

DR MJRRAY: | have not seen it. Could you
share-- Can we see that?

M5. KRAMER That is the paper you said that
was com ng.

DR MIKE You know, maybe over two years

ago, Gary Hlis and CPRR was very interested in the issue
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about communities and community's responses and
information in terns of our research projects.

Renmenber, when we first started as a
comm ssion, there was the Canadi an report that tal ked
about collectivities and things |ike that?

DR ENVANLEL: That report is reviewd by
Charles and sort of-- And that actually turns out to be a
derivative report of something that went on in Australi a,
but it has got some, you know- | nean, part of the
virtues of his paper is he outlines the pluses and
m nuses, but doesn't lay out sort of prospective positive
this is where we ought to go.

DR MJRRAY: In case this is nysterious, as
understand it, this is a paper conmm ssioned by the ot her
hal f of the comm ssion, the Human Subjects group, so that
paper, as soon as it is in a suitable form which may be
already for all | know, ought to be circulated to all of
us.

ADJ QURNVENT

THOVAS MURRAY, Ph. D,

DR MJRRAY: If ny hat were here instead of
over there, | would take it off to the comm ssioners.
t hi nk you have done trenmendous work today. Thank you all.

Thank you for the guests who have hel ped us in our
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del i berations. And thanks to staff of NBAC who did a
great job of getting us ready for this neeting and
supporting us.
Have a good holiday. VW wll see you all in
January. (Good bye.
(Wrereupon, at 3:32 p.m, the neeting

adj our ned. )



